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On Psychogenic Obesity in Childhood. ¥ 


by LISE OSTERGAARD 


‘his article is based on an examination of 58 obese children observed and 
treated in Queen Louise’s Children’s Hospital, Copenhagen, within the period 
Jan. Ist-Dee. Ist, 1949, all children sent to the hospital within the period, 
whose main clinical feature was obesity simplex are included. The material 
is homogeneous as to race, all the children being Danes, none of them being 
Jewish or of other foreign origin. Their ages range from 4 to 14 years. There 
are 38 girls and 20 boys. In three patients the development of obesity 
coincided with the beginning of the development of puberty. Nine of the 
boys showed signs of poor genital development and feminine distribution 
of fat. The rest displayed no certain pathological symptoms apart from a 
strongly diffuse spread of fat. The overweight percentage (as compared 
to height) in the material was as follows (after Professor Monrad’s table): 


Number 40% 70 % 


Total 58 


addition a control group of 46 children was examined (28 girls and 
vs). Their ages correspond to that of the experimental group and their 
its lie within + or —5°, variation from the normal values. No other 
rs have influenced their selection, apart from the fact that they all 
from the same Copenhagen Council School. 
is always difficult to be objective when what we study are personal, 
n relationships and circumstances. The evaluation of the cases depends 
‘onsiderable extent on the information given by the patient and the 
vy. and this may, of course, be incorrect in some cases. No conscious 
ncy to give deliberately incorrect information could be found in the 
ts. but the conditions were such as to make it reasonable to suppose 
many informants have not themselves been able to consider things 
‘ively and without bias, and consequently their versions must have 
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L. OSTERGAARD 


heen coloured by their own attitude to the problems. I have tried to over: 
these difficulties by obtaining information from a number of sources for : 
case. and besides the problems have been attacked from two different » 
partly by a direct examination (interviews and observations), part] 
an estimation of the patients’ present mental state by means of intellig« 
and of Rorschach-testing. It appeared that the quantity and the qu: 
of the information for understanding the psychological factors inv: 
depended greatly on the contact between the interrogator and the i: 
rogated, so questionnaires or the like have not been used. As regard: 
technique of interviewing. [| reduced direct questioning to a negli: 
degree, as | believe that any really important information will be fi 
given if the person concerned feels at ease when talking. whereas it 
often remain untold if you start asking questions and thus allow 

counterpart to feel that his job is done as long as he just answers the « 


tions put to him. 


Information about the control group has been gathered through perso: 


visits to the homes concerned. In spite of a great wish to oblige on the | 
of these homes, it has not been possible to get as detailed an informa: 
about these children as about the obese children, and the control mat: 
is’ therefore only used where | deal with reasonably concrete facts. 


Kating-Habits 


No attempt to find a calorific definition of the amount of food us: 
consumed has been made for either group. While the obese children \ 
in hospital an exact account was kept of what they ate during three or | 
days before a diet was prescribed. Although it is a general practic: 
consider it highly doubtful whether a computation of these quantities © 
give even an approximately representative picture of what they use: 
eat at home. The information given by the parents about the child 
appetites, even though it is vague and varying, was considered to |! 
better basis on which to group the children. 

In subdividing the children [I use the designation “large appetite 
such cases where the food intake was described as decidedly exceeding 
quantity generally eaten by normal children, or the obese child’s sibli 
or where there were other indications—e.g.. estimates of the actual amo 
consumed. In 44 of the cases the parents spontaneously complained ot! 
children’s large appetites, in 13 cases the appetites were said to be “norm 

“at any rate no greater than in other children’’—in one case the cl 
was described as “without appetite’. In the cases where the parents | 
said that their children ate far too much there seems to be little or 
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re. son to presume that they have exaggerated, as over-eating is not generally 
ac eptable. Certain reservations apply to most cases where the children’s 
ap vetites were described by the parents as “normal”, however: the descrip- 
tious had as their background the eating-habits of the rest of the family, 
al they mostly appeared to be large eaters. In one or two cases the children 
may not have eaten too ravenously at home, but outside supplements were 
by no means negligible. In many cases it appeared that when describing 
the children’s appetites the parents only thought of mentioning what they 
ate at meals. but a closer inspection brought to light that most children 
used to take extra snacks whenever an opportunity offered itself. 


The distribution is as follows: 


Girls Boys Total 
| No / No. % No % 
| Large appetite... 0... 27 71 17 85 14 75 
Normal 10 26 3 15 


Mor comparison [ quote Brucu’s figures (1) for the appetites described of 


136 obese children: 


| Girls 30VS Potal 
No No. No of 
| Large appetite. . . . . 57 78 43 68.5 100 74 
Reduced intent... . . 4 4 6 8 6 
mal appetite... . 10 13.8 10 16 20 14 


the control group [T was told that the children had large appetites in 
Ht) of the cases, normal appetites in 33°... and poor appetites in 27°%, of 
th cases. But it is far from safe to compare this information with the 
in’ »mation given about the obese children directly, as none of the control 


¢ where the children’s appetite was described as great gave the impres- 
si of an eating urge comparable with what could be observed in some of 


th bese children. This information just gives a general illustration of how 
“\ linary” parents judge the appetites of their children. 

will be seen that quantitatively my observations of the children’s 
a} -tites conform well to Brucu’s results. In nearly all cases the obese 
c iren’s food intake exceeded the average for other children of the same 
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510 L. OSTERGAARD 


A qualitative estimate of the children’s eating-habits was attempted 
learn among other things, what sort of food they mostly prefer or eat 
other reasons. The children were asked to make a list of their favou 
dishes and of dishes they did not like. This was supplemented with infor: 
tion from the parents as to what was common fare at home. I have 
analysed this information in detail, but certain general tendencies 
suspicious. On the list of most favoured courses first place is taken 


potatoes and thick gravy, bread and butter and jam, pancakes, puddi) g 
and mashed potatoes. Eighty °, of the replies give fish and vegetables | 


not favoured. That the latter are moreover not considered ‘“‘real fox 


appears from the information given by the parents. This observation is i 


accordance with BrucH’s point of view. She regards it as indicative © 
retarded development of the taste of the children concerned, represent 

an infantile stage. I should think that social factors, too, must be ta! 
into account. An estimate based on the parent’s occupations, the part 

the town in which they live, the number of rooms they have, ete., poi: 
chiefly to workingclass homes and suggests that the economic backgrow: 
is very often rather poor. This confirms BRUCH’s observation that seric 
obesity seems less frequent under good social conditions than under bad | 
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A pronounced tendency to eat continuously between meals was revea ed 


in 39 cases, in a further 10 cases this had been so until the parents |i. 
taken steps to prevent it by locking up the pantry, etc. Only in 9 cases |): 


no such habit been noticed. In 37 cases (64°,) the mother had paid w: 


away from home every day, and most of these children had to manage : 
best they could in an empty flat for some hours every day. The childres 


snacks appeared to be especially common on these occasions. (Only 10°, 
the children in the control group lived under similar conditions.) The rea 
why the children tend to abnormal eating at the times when they are al: 
in the house may be sought in the fact that they are without control : 
can please themselves as to what they do. But as it appeared that the g! 
majority of parents were disinclined to refuse food to their children w! 
they asked for it, the free access to the pantry can hardly be an exhaust 
explanation. The children’s own answers leave one with the impression t 
they ate because of sheer restlessness, and this should point to the emoti« 
importance of exaggerated eating in a large number of cases. | would th 
that eating reduces the effect of the loss of human contact from wl 
these children have said they suffer. Eating can then be imagined a 
symbol equivalent to human contact. and hence be interpreted as a sub 
tute means of satisfaction. 

Another very interesting thing which unfortunately I did not have t: 
enough to deal with more fully. was that some of the obese children w 
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pr nounced gourmets. They were always clever in finding the best pieces 
on the dish, they ate much—often slowly—and they dwelt upon and 
en oyed every mouthful. One may ask whether this attitude towards food 
is sot also an infantile substitute for suecessful social contact. Others, on 
the contrary, were absolute gluttons. They did not enjoy their food in the 
same way, they ate greedily in great mouthfuls without chewing the food 
properly and without being interested in the enjoyment that can only occur 
when the different processes in the mouth are given the necessary time. 
These children were particularly greedy when they were frustrated, angry 
or offended. Might their eating not be regarded as an aggressive (symbolic 
cannibalistic) action? 


Spontaneous Activity 


‘he estimate is based on the parents’ information about the children’s 
conduct at home and on an impression of their behaviour in hospital. T also 
considered the children’s way of spending their leisure hours: e.g., whether 
they preferred passive occupations to active ones, played mostly out. of 
doors or favoured sedentary indoor occupations. 

‘he children examined are grouped as follows: 


Girls Boys Total 
No OF No. % No % 
Inactive, sluggish . . . 25 74 85 45 78 
| Active, energetic. . . . 18 3 15 10 
3 8 3 5 


lor sake of comparison I quote Brucu’s classification of the spontaneous 
of 140 obese children: 


Girls Boys Total 
No. No. No. % 


ave put three of the children down as “‘restless’’, as I have not been 
ab to fit them into the other groups. They are not indolent, but on the 
ot hand they never really do anything, they are always fidgeting but 
la the concentration necessary to settle down to a task. 
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L. OSTERGAARD 


There did not seem to be any direct connection between the degre: 
overweight and activity as some of those who weighed most were in 
active group. 

In the control material it was found that 60°, of the children aly 
played outdoors if possible, whereas 40°, mostly stayed indoors. But 1) 
of them were very consistent in their choice of leisure-time occupation, + 
alternated between active and more passive pursuits. 

Thus my observations of the children’s spontaneous activity accord 
with the results obtained by Brucu, as the majority of the obese chili 
seem to be more sluggish than ordinary children, and at the same time 


often engaged in games with other children. 


inmotional Development and Chances of Adaptability 
Serious emotional conflicts nearly always involve difficulties in « 


tacting and adaptability. To get an impression of the children’s emoti: 
development [ examined their ability to get into touch with childre: 


their own age and their possibilities of adapting themselves to the “cor- 


munity of comrades”. The estimate is based on information from pare 


and school, and from the impressions given by the children during t! 


stay in hospital. A study of the individual cases made it possible for mi 


divide the material into certain groups. This must naturally be a mat! 
of some discretion, and there are no sharp boundaries between the separ 


groups. 


1. Good Contacting Ability 


Fifteen children (25°,) seem to have had no serious difficulties. At 


same time most of these children were described as active. It is true t! 


they were often said to be teased for their plumpness. but they knew | 
to keep their end up. and the nickname of “Fatty” is not seldom taken 

friendly nickname by these children, rather than as a mockery. Charact: 
tic of this type are remarks as: “If they are too cheeky. he just licks it ov 
them. and they are as friendly as ever’. or: “Well. he is stronger than 
rest. so he is the leader”. These children seem to prove that obesity as s 
does not necessarily lead to isolation and difficulties of adapting. Howe 
some children included in this group do not seem to be quite so success 
They were described as recluse, who did not associate with the crowd. 

they found one friend, and most often he was another recluse who had 
been admitted into the larger community either, but the two of t! 
established a warm friendship. They were mostly of a gentler, more rese1 
disposition than the former, and some of them were described as inact 
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It a salient feature that they were slow to make friends, but when they 
hac’ found one, they were very dependent on him, and exceedingly vulner- 
abl if disappointed in this friendship. These facts indicate that this way 
of -olving the problem is not as good as the other one mentioned. The 
chi tren are very demanding in their friendships and in this way strain 
them so much that they cannot be too stable. [ have nevertheless classed 
them under this group as their way of making friends appears to me to be 
more healthy than the reactions which [ shall report under group 2. 


2. Le ficient Contacting Ability 

horty-three children (75°,) showed signs of difficulties in adapting 
themselves to other children to such an extent as to leave them complete 
strangers to the common fellowship. They were subjected to much teasing, 
and their reactions were inadequate. Their behaviour patterns are so varied 
that | have attempted a further subdivision. 

fsolation apparently forced on them by parents. In 12 cases the most con- 
spiciious cause seems to be that the parents were so oversolicitous that 
they tried to isolate the children from normal intercourse with others of 
the same age. This made the children timid and hesitant. the result being 
that they simply had no “social training”, which again meant that they 
invariably got into difficulties when out on their own. Most of these children 
had scarcely had an opportunity of meeting other children before they went 
to school first. The reason given by the parents for this isolation was that 
they were afraid the child would come to harm. But often it was easy to 
penetrate all that: the mother wanted to have the children around her all 
day jor her own sake, she felt lonely in the flat if the children were out. 
Sometimes the parents had been so faultfinding about the children’s play- 
mats that they had issued an order that the children must on no account 
play, out-of-doors. In one or two cases an additional reason for the isolation 
of | ¢ children seemed to be the many duties and obligations that filled 
the day, hardly leaving any time for play. 

( Idven that deliberately choose isolation. In 18 cases the parents seemed 
to ve been comparatively liberal in leaving it to the children to choose 
the own friends and how to spend their spare time. But as the children 
we not able to stand up for themselves in a natural way, they preferred 
iso) ion. In many cases the isolation was so complete that the child was 
vii’ ally never seen together with other children apart from school-lessons. 
Di ig the breaks they hung about in corners, and during the time off 
iro school they kept to themselves. read, or went out for lonely walks, 
etc he salient characteristic of their behaviour is an apparently complete 
abs ce of aggressiveness. They invariably avoided fights, they never 
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provoked fights even though their adversaries were physically inferio: 
them, and they escaped into isolation when difficulties appeared. " 
parents often pointed out the paradox that these big and powerful child 
allowed themselves to be teased without doing anything. Many daydrean 
the contents of the dreams proved to be chiefly derived from films. 
they allowed the children to play the part they desired, but which in 
life they could not fill. 

Children that associate with playmates considerably younger or older i 
themselves. Ven of the children sought compensation for their difficu! 


among comrades by chiefly. sometimes solely, associating with child « 


who were either considerably older or younger than themselves. 'T! 
who chiefly chose older playmates proved to be gentle, somewhat precoci 
children, who either indulged in the baby’s role among their elders, or \ 
were content to play second fiddle where they were tolerated as kids. || 
children who sought younger playmates were mostly of a dominating t) | 
in such company they managed to win the position and the leaders! 


which they had not been able to acquire among children of their own «xe. 


Children with inadequate compensation. Five of the children seemed to 
in a state of continuous conflict with their surroundings. They had not gi 
up. nor had they found any substitute for the natural contact with 
comrades, they were constantly striving—mostly without success 


assert themselves. Sometimes they had repeatedly been caught  pilfering 
money at home, the money was spent on sweets to be distributed amv: 


the playmates, or they had given away their playthings as a means to 
favour. Often they were boastful. they tried by any means to attract ati 
tion, they were very vulnerable and they reacted to teasing with wild : 
uncontrolled aggressiveness, sometimes with fits bordering on hysteria. 

A detailed estimate of the conditions in the control group in this res} 
cannot be given, but judging by the parents’ descriptions the contact \ 
comrades was good in 90°, of the cases and deficient in 10°,. 

This impression conforms well with BRucH’s account of 135 obese 
dren’s association with comrades. She points out that according to 
researches, 65°, of the children revealed obvious difficulties in obtai 
social contact, and 74°, of them avoided joining in games or playing \ 
other children. 

In 12 cases of mine the Bruchean mechanism was evident: the mot! 
urge to overprotect the child and her fear of “the perils of the o1 
world” had hindered a normal social development. but this picture 
from dominated the material, and in most cases isolation did not seen 
be the outcome of direct parental instigation. BRUCH also emphasizes 
problem whether the social difficulties of obese children are secondar) 
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re’ tion to obesity and caused by it. Many parents in my material gave 
vert to this opinion, maintaining that the children would have got on 
mich more easily if they had not incessantly been subject to teasing about 
thir fatness. The question is hardly as simple as that. Though teasing is 
no doubt a common trouble of obese children, it appeared that those of 
thom who had been able to accept the situation—and that was by no means 
always the least fat ones—had managed to compensate adequately for this 
teasing and stand up in face of it. There seems to be a certain connection 
bei ween the degree of activity and the ability to get into touch with children 
of ‘he same age, so that active children adapted themselves with greater 
ease than inactive ones. There proved to be no direct relation between the 
decree of activity and the percentage of overweight. I suppose that it is not 
obesity as such that leads to difficult relations with comrades, it is much more 
probable that a variety of hidden complications have caused deficiency in 
emotional balance, this showing itself partly in difficulties of contact with 
subsequent tendency to isolation, partly in increased eating-urge, which 
may serve as a compensation for the lack of natural contact. 


The Emotional Dynamics 


The emotional attitude of the parents to their children and the dynamic 
relations in the different homes are decisive for the children’s emotional 
development. To attain a more profound understanding of the origin of the 
dificulties I tried to get inside knowledge about the children’s domestic 
conditions, the family situation, and—as far as possible—the parents’ 
attitude to the child, as well as the mutual dynamic relations between the 
various members of the families. Nevertheless it is impossible to give a de- 
tai ed description of these matters concerning all 58 children. Though a casu- 
ist. picture would be the ideal for the sake of clearness, I have to divide the 
ch dren into groups on the basis of certain common traits. This does not 
mein that cases put in the same group are wholly identical as to dynamic 
st) cture. but IT have tried to find essentials common to the individual 
cas. and in particular such circumstances as may be supposed to have been 
de sive in instigating nervous symptoms in the children, viz., increased 
aj) tite. possible passiveness, and inferior social adaptability. In some cases 
it is been possible to trace a coincidence between specific traumatic events 
an the appearance of the symptoms. in other cases it seems more likely 
th the whole atmosphere at home and the parents’ attitude to the child 
iv a traumatic effect. The first three groups deal with cases where the 
di vestie atmosphere as such seems to have been detrimental to the devel- 
0} vent of the child; in the next four groups a specific traumatic incident 
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has apparently given rise to the symptoms, at the same time putting 
stamp on conditions at home. 

!nnaturally strong attachment to mother. In 14 cases (10 girls, 4 boys) 
mother (or sometimes a mother substitute. e.g. grandmother or anot 
woman) seems to have attached the child to herself so closely that 1 
alone seriously impeded the development of natural independence. 
picture LT formed of these children’s lives and conditions has many poi 
in common with the one described by Brucu. These children were depri: 
of all decisions and responsibilities while at the same time they were isola 
from the surrounding world as much as possible. Very often a fear \ 
inculcated of the dangers lurking outside the home: the risk of infect 
road accidents. ete.. and still more important: the social development \ 


stunted. remaining at the infantile stage where the mother (or her subs 
tute) satisfies all needs. This made the children timid, babyish. and soci: 


immature. This symbiotic relationship seems to have served diverse ) 


poses for the mother. In some cases it gave her an emotional satisfact) 


which an unsuccessful marriage failed to give: in other cases where 


mother was alone— unmarried or a widow —-her life together with the eli |: 


seems to have been the only emotional intimacy within her reach. Some 


times the Bruchean constellation of submissive “unsuccessful” husband : 


dominating mother was met with. in other cases was found a strici « 


exacting father against whom mother and child stand up in united actic 
and the mother aims at protecting the child against presumed or real injti: 
and rigorous treatment on the part of the father. In a few cases the des 
of elder children filled the mothers with the fear of having brought abou 


death through neglect. and a feeling of guilt made them overprotect 


next child to make up for the damage. However—common to all of th: 


was the mothers’ urge to a loving, but exaggerated protection of the ch 
closely coupled with—often concealed—aggressive tendencies. In most 
these cases the mothers were strongly opposed to treatment of the chil 
obesity. partly because they had not the heart to refuse to give it someth 
to eat. partly because they loved the child as it was. It is true of nearly 
there mothers that they only applied to the hospital for assistance beca 
they were pressed to do so, e.g. by the school-doctor. left to themselves t! 
would never have done a thing. It was a typical thing for these infan 
children, that their way of eating most often was that of a gourmet. 
Failing contact betivcen parents and child, In 8 cases (5 girls, 3 boys) 
are faced with a different design, as the mothers’ negative attitude to 
child stands out clearly without being covered by an apparently loy 
behaviour. Here there is no clear overprotection, much rather direct re) 
tion. There are unmistakable indications of the child’s nonacceptance 
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the parents and their hostile feelings were not covered with a superstructure 
of onder and overbearing protection. Sometimes the child was the direct 
cate of an undesired marriage, in other cases the child was born late, 
thy arting the mo-hers’ social plans. Hostility was shown directly in in- 
dif crence, strictness or dissatisfaction with the child. The children them- 
vel.cs were sulky and aggressive—often in an inadequate defiant way. 
They were out of touch with their mothers and their eating-urge was itself 
a svinptom of obstinacy as the parents often wanted the child to slim. 
These children’s way of eating was frequently more aggressive than the 
above mentioned —they were real gluttons. 

Surroundings too exacting. Seven cases (6 girls, | boy) are included under 
this heading, the most conspicuous characteristic in their domestic situation 
being that the parents demanded more of them than they could give. 
Consequently they always fell short of the mark, and as they were not 
accepted by the parents, they were in a constant muddle. The demands on 
then were mostly of an intellectual nature, e.g. exacting ambitions as to 
school work, which the children were not able to live up to, and it is charac- 
teristic that the parents clearly showed how disappointed they were with 
their children, In most of these cases the development of obesity did not 
really begin until after the children started school. 

Onset of adiposity traceable to decease in family. For 6 children (all of them 
girls) a direct coincidence between the death of a parent and the onset of 
obesity was noted. In two cases the obesity started on the death of the 
mo her, in four on the death of the father. In all cases the incident provoked 
a great change in the life of the family, especially it meant a new responsi- 
bili y and greater demandings on the children, lowered economical status 
anc a general depressive atmosphere in the home. 

Cuset of adiposity traceable to separation of parents. This was true of 
7 ildren (3 girls, 4 boys). In all cases the children remained with their 
no ver, In some cases the mother developed a noteworthy adiposity 
ding the same period, they literally “ate” their common way through 
lon: liness, 

set of adiposity traceable to jealousy of siblings. In 3 cases (1 girl, 2 boys) 
th: levelopment of adiposity commenced on the birth of younger siblings. 
Ay + from this the three children differ widely, two of them being very 
ag ossive, whereas the third was more sluggish and introverted at the 
ti of examination, though he had been an active and extroverted boy 
be -e the birth of the little sister. 

set of adiposity traceable to organic disease. Obesity began in 4 cases 
(| vl. 3 boys) after organic disease: tuberculosis. tonsillectomy. and in two 
ci after a stay in a camp for weak children. In one case the illness pro- 
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duced a maternal attitude of concern, in the other cases there was not! 
particularly indicative of attachment to the mother or exaggerated anx: 
on her part. 

In nine cases (6 girls, 3 boys) I have not been able to find any defi: 
connection between the onset of obesity and exceptional domestic co: 
tions or traumatic experiences. In two cases, however, the informa' 
available was so scant as to be insufficient for a reliable judgement t: 
made on this point. The parents in both cases were reluctant to assis 


the psychological examination. 


Emotional Development Judged by Means of Rorschach Test 


In order to get a more objective picture of the emotional developm 


of the obese children, and in order to check the impression that this devel 


ment has not been normal, but involved greater difficulties than in ot 
children, I supplemented my observations with a Rorschach test. Only 


children were tested, the test being unsuited for the most immature child: 


Unfortunately the test has not been applied to a normal material of Da: 
children, so | have confined myself to making a rather rough estimat: 


the test results, supported by such foreign literature as is published on ‘ 


subject. There is not much literature on the applicability of the Rorsch 
test to “normal” children. One of the most thorough investigations 


been made by MADELINE Kerr (6). She finds that the norms laid down | 


RorscHacn (9) are applicable to children with certain modifications 
respect to such components as vary with the intellectual and emoti: 
development. 

As to the “Erlebnistypus” the children in my material are to be fo: 
distributed among all four groups. the distribution approximately co 


sponding to the one that Kerr gives for her LOO normal children (ac 


9-12 years): 


Introvert Extrovert Co-artated | Ambieq) 
Forty-nine obese children . . 21% 28 % 
One hundred normal children. 45 % 14 % 29% 


The most striking trail in the psychograms of the obese children, howe 
is their colour-answers. According to RorscHacu, FC answers stand 
adequately adapted affectibility. whereas CF and C answers denote im} 
siveness and receptiveness. As impulsiveness is a natural ingredient in 
affectiveness of small children, it is necessary to consider the factor of 
in evaluating the colour-answers. But even when this is taken into acco 
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th tests of the obese children shows a definite majority of “‘unadapted”’ 
co| ur-answers as compared to KEerRR’s material: 


Average FC | Average CF | Average C 


Forty-nine obese children. . . . 0.38 0.87 0.31 


One hundred normal children. . 0.34 0.52 0.02 


‘his indicates that these obese children, regarded as a group, had not 
attained the emotional adaption which would be expected from their age, 
they were childishly impulsive and receptive. 

‘The tests were also analysed for signs of neuroses. Only five had no cer- 
tain symptoms. The other obese children displayed signs of more or less 
serious neuroses, there were unmistakable symptoms of anxiety, depres- 
sio!i or hysteria among the tests. 


Intellectual Development 


An estimate is made of the intellectual development of all the children 
(the revised Binet-Simon scale 1943). A comparison of the intelligence 
quotients found shows that they are normally distributed. The average 
lies « little above 100, but all the children are from the city, and it is common 
experience that the intelligence quotients of such children on an average 
lie a little above those of country children. (The scale was standardised on 


a nixed material.) My results do not agree with the one at which Brucu 
arrived. She has not published exact figures for the intelligence of her 
paticnts but she says in several articles that the intellectual development 
of obese children is above average. She has, however, presumed that selec- 
tion has taken place in this respect, as she mentions that obese children with 
mer al defects were excluded from her studies (1), but she has not specified 
whe she made the distinction, i.e. if only clear cases of oligophrenia were 
exc) ded, or if transition cases were left out as well. 

Avother estimate of the intellectual development of obese children has 
bee’ made by MossperG (7). He concludes: “The mental development 
int» majority of the cases shows an acceleration suggesting a close associa- 
tion between somatic and mental development. The factor stimulating 
gro h seems to exercise a general influence” (p. 62). But there is the special 
pol about Mosspera’s material that the children are tested by different 
per os and with different methods, which makes it difficult to compare 
the .otients directly. As to MosspEra’s theory that the “factor stimulating 
gro hh’ should exercise a general influence, and thus should influence 


ic as well as mental development, I have compared the children’s 
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intelligence quotient (intelligence age/real age) and a calculated “he 
quotient” (height age real age) where “height age” is the stage accor 
to Monrad’s table that corresponds to the child’s actual height. In 
material there does not seem to be the congruity between bodily gro 
and intellectual development which MossBerc suggests. as the intellig« 
curve shows a normal distribution while the height curve indicates acc 
ated bodily growth. 
Conclusion 

As is apparent from the above. most of the children seem to suffer {: 
rather serious emotional difficulties. so it would be sensible to sup) 
a connection to exist between these difficulties and the children’s urg: 
eat and to react with passiveness and isolation two factors that may \ 
well have caused obesity. The typical BRucH constellation: maternal o 
protection covering hostile feelings for the child was observed in a nun 
of cases, but it does not seem to me to be anything like so commor 
Breen’s works lead one to suppose. Numerous other constellations ma\ 
found. That the act of eating can be of emotional value was seen time 
again: partly it was able to afford a momentary relief in the nervous ten 


to which many of the children were victims. partly it undoubtedly in sc 


cases functioned as a “consolation”, i.e. a symbolic substitute for emoti: 
contact. while in other cases it was more likely a symbol of aggressive! 
The passive attitude should presumably be interpreted as an escape 1 
tion the children’s timidity and insecurity in matters of social con 


made them seek for isolation. Even if obesity in itself may make them 


qualified for games and open air exercise, this is hardly the essential po 
as several children were very well able to stand up for themselves ins) 


of the drawback. T aii much more inclined to put emotional difficulties 
adjustment difficulties first when looking for the cause of isolation 
passiveness. It is my opinion that. different though the circumstances | 
have been for the children. they have in common the fact that on: 
another set of conditions produced anxiety and personal insecurity. 
insecurity provoked difficulties in contacting and adaptability. This broi 
about a reaction of passiveness and isolation, increased eating-urge 
obesity. Viewed from this angle obesity will in such cases be one of se\ 
symptoms of lack of emotional balance and of insecurity in the child. 


Summary 


The article is based on a psychological examination of 58 obese children and 1 


homes. The examination comprised interviews, intelligence- and Rorschach-tes? 


Considerable emotional difficulties were found in 45 of the cases. In 16 cases a c 


dence could be traced between specific traumatic events in the children’s live- 
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th onset of adiposity. In 29 cases the dynamic relations between parents and child 
he © caused difficulties in the emotional development of the children. In these cases 
oly sity is regarded to be one of several symptoms of lack of emotional balance and of 
po sonal insecurity in the child, 
(oy psychogene Fettsucht in der Kindheit. V. 

ior Artikel griindet sich auf eine psychologische Untersuchung von 58 Kindern mit 


Soysueht und deren Heime. Die Untersuchung umfasst Interview, Intelligenz- und 


Bedeutende emotionelle Schwierigkeiten fand man bei 45 Fiillen. 
Be 16 Fallen wurde ein Zusammentreffen von traumatischen Gesehehnissen in dem 
| 


woen der Kinder und dem Beginn der Adipositas festgestellt. Ber 29 Fallen haben die 
dynamischen Bezichungen zwischen Eltern und Kind Schwierigkeiten in der emotio- 


nellien Entwicklung hervorgefuren. In diesen Fallen wird die Fettsucht als eines der 
Syinptome angeschen, die auf den Mangel emotioneiler Balance und auf die persén- 
fiche Unsicherheit des Kindes hinweisen, 
obesidad la ninez. V. 


i} articulo esta basado en el examen psicologico de 58 ninos obesos y sus hogares, 
examen comprendié interrogatorios tests Rohrschace y de inteligencia. Fueron 
hallados en 45 casos, considerables problemas emocionales; en 16 de los casos se pudo 
constatar una coincidencia entre los acontecimientos traumaticos en la vida del nino 
y el comienzo de la adiposis. En 29 casos las relaciones dinamicas entre padres e hijo 
habian causado trastornos en el desarrollo emocional delos ninos. En estos casos la 


obesidad es considerada uno de los sintomas personal en eb nino, 


psychogenique de Venfance. 

loauteur a fait un examen psychologique chez 58 enfants obéses et leurs familles. 
Le samen comprenait des interviews, des tests (intelligence et des tests de Rohrschach, 
Ona trouvé des difficultés considérables @ordre émotionnel dans 45 de ces cas. Dans 
Ihcas ona trouve une coincidence entre des accidents traumatiques spécifiques dans 


lia des enfants et le début de Vadiposité. Dans 29 cas les relations dynamiques entre 


les parents et Penfant ont causé des ditticultés dans le développement émotionnel des 
0 ts. On considére dans ces cas Pobésité comme étant un des divers symptomes de 
ina que Péquilibre émotionnel et @inséeurité personnelle chez Venfant. 
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Familial Predisposition to Congenital Pyloric Stenosis * . 
| 
by O. STEINICKE NIELSEN ‘ 


Previous investigations into congenital pyloric stenosis (cong. pyl. ste.) 
suggest a genetic origin of the disease. but the mode of inheritance is » i] 


obscure. The mere fact that the disease is about three times more frequ« it : 
among boys than among girls seems explainable only by sex-linked 
: heritance. The results of twin analyses likewise argue in favour of a here |i- 
; tary disease, monozygous twins nearly always presenting concordance w ith 
regard to cong. pyl. sten., whereas this is rarely seen in dizygous twits. ; 
LAUBSCHER and (1947), PowELL and (1951), and most al 
Metrrakos (1953) have collected the cases reported in the literature of cong. 1. 
: sten. in twins. These writers have described a total of 132 pairs of twins, but only 47 2, 
4 pairs fulfil the special requirements made by the author, Of these, 18 pairs are moro- a 
zygous. Concordance has been ascertained in 12 monozygous pairs, against in oly 
one of the 29 dizygous pairs. 
z Various writers have reported instances of definite familial occurrence of cong. SI 
pyl. sten., which add further support to the theory of a hereditary disease. COCK A) st 
(1934) mentions two families in which two first cousins had pyl. sten. FaBricrus «iid 
Voor-MOLLER (1937) describe four cases of cong. pyl. sten. among the offspring of 
: one mother but two fathers. GRAILEY (1948) reports on a family where four brot} rs 
had cong. pyl. sten, CARTER and SAVAGE (1951) mention four cases among first Cous: 1s: In 
‘ and Fenwick (1953) has found five cases of hypertrophic pyloric stenosis in one fan) |v. 
: Rinvik (1940) has followed up 107 individuals with previous pyl. sten. and ther > ~ 
5 found ten cases of the disease among the relatives of the individuals concer: d, 
without, however, giving further information on the family relations. GRIMES e/ “(/. 
(1950) have ascertained 14 cases among the relatives of 119 children, eight of wh ch 
were among brothers of the propositi. Further, it must be mentioned that Cocka) <& 
and PENROSE (1943) have made a comprehensive study of the inheritance of the dis: se s 
and tor this purpose analysed 212 families, each having one child with cong. pyl. s\n. ‘ 
: The average age of these children was 63 vears at the time of investigation, and t © 
: had a total of 316 siblings, of whom nine had pyl. sten. Two of the latter were twin of 
2 propositi, According to these writers, the result of their study bears out the hypoth sis 
. that the disease is due to a recessive gene. MCKEOwN ef al, (1951-2), on the o1 ver chi 
é hand, think it unlikely that the disease should depend on a recessive factor, — he No 
ch 


* Read before the Danish Pediatric Society, June 10, 1953. 
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lat writers base their view on their observations in a large series of cases (477 
ind -iduals). They found a 19-fold higher incidence among the siblings of the propositi 
tha in the normal population, against an incidence among cousins of approximately 
the same order as expected according to investigations of the normal population, 


Present investigations 


‘he question of the significance of hereditary factors for development of 
cous, pyl. sten. has been further studied by questioning 95 adults with 
previous pyl. sten. about known cases of the disease among parents, off- 
spring. siblings, and more distant relations. A control group of 100 individ- 
wis has been questioned in the same way. 

For further details regarding the material reference is made to the paper 
“Congenital Pyloric Stenosis as a Factor Predisposing to the Ulcer Syn- 
drome” (STEINICKE NIELSEN 1954). Both the starting series and the control 
group used for the stated investigation have also been employed here for 
the study of a familial predisposition. 

OF the 95 subjects questioned (73 men and 22 women) 56 were between 25 and 35 
years of age at the time of investigation, while 39 were between 36 and 45. 77 were 
questioned by direct conversation, eight by conversation with the nearest relations, 
and 10 by means of identical questionaries. 

Phe control group comprised LOO non-selected hospitalized patients (77 men and 
3 women). Forty-five were between 25 and 35 years old at the time of questioning, 
and 55 between 36 and 51. 


Table | shows the total numbers of offspring and siblings of the questioned 
subjects in each of the two groups. as well as the numbers of cong. pyl. 
ste. cases among the offspring and siblings respectively of the propositi. 


TABLE | 


Ine tonee of the disease in offspring and siblings of 95 individuals with previous 
cong. pyl. sten. and L100 controls without this affection. 


: Total Offspring Total Siblings 
Number 
5 — number of with number of with 
offspring pyl. sten. siblings pyl. sten. 
st ing series 95 128 11 216 +) 
( ol group 100 145 ] 319 | i) 


cording to Table 1, there were thus found in the starting series 11 
chi ven with pyl. sten. out of 128, and in the control group one out of 145. 
Noises are known of the disease in the family of the latter child. The 11 


cli ven in the starting series are distributed over nine propositi (three 
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924 STEINICKE NIELSEN 
women and six men), two of these each having two children with the disc -c, 
In the cases of six of the 11 children the diagnosis has been verifieo on \ 
admission to hospital, and one more child is stated to have been in a pec «t- 
ric department, but the case record has allegedly been lost. The remai: ig 
four have not been in hospital, but have all been treated at home | a 
specialist with eumydrine for a considerable length of time. In connec on 
with the cases of cong. pyl. sten. among the offspring of the proposi:. it 
may be mentioned that none of the partners of the propositi in the star: ng 
series have suffered from pyl. sten., whereas in the control group one pari jer 
E has had the disease. 
The question as to which child in a sibship has cong. pyl. sten. has | en r 
discussed in previous papers. and it has been thought as a rule to be «he : 
first-born child that is affected (COCKAYNE and PENROSE 1943, MCK I 
McManow,. and Recorp 1951). The birth orders of the stated 11 children 
have been examined to see whether they bear out this hypothesis. It appe:rs, 
however. from Table 2 that in two cases it is child No. 4 and in two c\iild 
No. 2 and child No. 3 respectively that is affected. 
TABLE 2 
Cases of cong. pyl. sten. among the offspring of the propositi in the starting series, 
with indications of the birth order. The table contains a vertical column for each) ot 
the nine propositi, and the birth order is indicated horizontally. 
Child Propositi having one or more children with cong, pyl. sten. | 
| 
0 0 0 | 
2 0 0 0 0 | 
3 { | 
: children with cong. pyl. sten. ti 
(): Without {0 
Out of the 216 siblings of the propositi nine have, as stated in Tabl: | ca 
ostensibly had pyl. sten. It has been possible to verify the diagnosi in ne 
only three of these cases. pr 
Among the other relatives of the propositi in the starting series anot (cr 
eight cases were ascertained, against only one among those of the contr |s. gi 
s These eight family members are distributed as shown in Table 3. Thu a fa 
4 total of 28 cases of cong. pyl. sten. were found among the relatives of he ps 
of 


— 


in 
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TABLE 3 
Nu iber of cases among the remaining family members of the two groups. The figures 
in brackets indicate verified diagnosis. 


Number of cases among Starting series Control group Ne 
Fathers 2 (0) 0 
Offspring of siblings... 2 (1) 1 (0) 
Offspring of first cousins . . 4 (3) 0 


original propositi, and it may be mentioned that in one family alone five 
unquestionable cases were ascertained. The family relations appear from 
Fig. 1. 


Fig. 1. Pedigree of a family with five cases of cong. pyl. sten. 


M1: Man with and without cong. pyl. sten. respectively. 
/4.:4 children whose sex is unknown to the examiner. 3 
The four affected children in the same generation had all been in Queen Louise’s Children’s 
Hospital within the period 1912-1914. (1) is a twin without pyl. sten., who died 4 months old 
of pneumonia, (2) died 6 weeks old of pyl. sten, 
Discussion 


' ie present investigation shows a rather considerable familial accumula- 
tion of cong. pyl. sten., even if we include only the verified cases. The figures 
fou do must be taken as minimum figures. as none of the propositi were 
incor 25 years of age at the time of questioning. So it can—only in rare 
cas be said for certain whether their parents have had the disease or 
no’ The same is in some measure true with regard to the siblings of the 


pro vositi. 

e number of cases among the offspring of the propositi accordingly 
i. - the most reliable picture of the incidence of the disease in pyl. sten. 
far fies. Among 128 children there were found Il. or 9 per cent, with i 
py sten., a rather high incidence compared with the control series, where 
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only 0.7 per cent of the offspring of the propositi have the disease. Prey 
investigations into the incidence of cong. pyl. sten. in a normal populs 
constitute, however, a somewhat better basis for comparison. WALL 
(1941) found that of all infants born alive in Gothenburg within a 7- 
period 0.40 per cent had cong. pyl. sten. In a similar report from Newes 
on the other hand, the incidence is stated to have been 0.28 per 
(Davison 1946). Finally. Lawson (1951) found 0.15 per cent with « 
pyl. sten. in Dundee within a 7-year period. 

No matter which values may be used for a Danish population, the re: 
of these three studies show a considerable difference between the incid: 
of the disease in a normal population and that in my starting series. ' 


difference is further evidence in favour of the theory that certain heredi: 


factors play a part for the occurrence of cong. pyl. sten. But the mat 
available does not allow of any conclusions regarding the mode of tr: 


MISSION, 


Summary 


A series of 95 individuals (73 men and 22 women), between the ages of 25 an: 
has been questioned about possible familial occurrence of cong. pyl. sten. ‘I 
individuals had all in infaney been treated medically for cong. py. sten. One hur 
non-selected hospitalized patients (77 men and 23 women) between the ages + 


and 51 have been similarly questioned as controls. 


The 95 propositi with previous pyl. sten. have a total of 128 children, of whor 


have had pyl. sten., whereas there is only one child with the disease among th: 
children of the propositi in the control group. 

The propositi in the starting series have a total of 216 siblings, of whom nine | 
had cong. pyl. sten. In the control group the number of siblings is 319, of whom | 
have had the disease. 

In addition, there have been found eight cases among the remaining relative 
the propositi in the starting series, against one within the control group. 

The present investigation has, in other words, shown a considerable familial a 
mitlation of the disease, and has thus borne out the theory that hereditary fa: 


play a part in its occurrence, 


Prédisposition familiale ala sténose congenitale du pylore. 


La possibilité prédisposition familiale & la sténose congénitale du pylore 
étudice dans un groupe de 95 personnes (73 hommes, 22 femmes) agées de 25 a 45 
Toutes les personnes de ce groupe avaicnt été traitées dans la premiére enfance 
une sténose congénitale du pylore, Un groupe contréle de LOO malades pris au ha 
parmi des hospitalisés et composé de 77 hommes et de 23 femmes, agés de 25 a 51 
a subi le méme interrogatoire. 

Les 95 sujets avant présenté une sténose congénitale du pylore, ont eu 128 ent 
parmi lesquels on reléve TL sténoses pyloriques, alors quail n'y a seul cas 
les 145 enfants issus du groupe de controle. 

Les sujets du groupe étudié avaient 216 collatéraux, parmi lesquels 9 avaient 
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sen’ une sténose congénitale du pylore; & VPopposé, parmi les 319 collatéraux du 
gro pe de contréle, aucun n’avait présenté de symptomes de Paffection. 

(#1 trouvait, en outre, huit cas de sténose parmi les parents des sujets de la série 
étuciée, contre un seul dans le groupe de controle. 

Los résultats de cette étude ont done montré une importante prédisposition fami- 
lial a Vaffeetion, ce qui renforce la théorie selon laquelle les facteurs héréditaires 


jow nt un role important dans la survenue de la maladie. 


Fav Pradisposition zur kongenitalen Pylorusstenose. 


line Gruppe von 95 Personen (73 Minner und 22 Frauen) im Alter von 25 bis 45 
Jahren wurde tiber das moégliche familiire Auftreten von kongenitaler Pylorusstenose 
ausvetragt. Alle diese Personen waren im Saduglingsalter konservativ wegen kongeni- 
taler, Pylorusstenose behandelt worden. Als Kontrollmaterial wurden hundert nicht- 
auszewihlte hospitalisierte Patienten (77 Manner und 23 Frauen) gefragt. 

Die 95 Personen, die friiher Pylorusstenose hatten, hatten insgesamt 128 Kinder, 
von denen 11 Pylorusstenose hatten, Dagegen ist unter den 145 Kindern der Kontroll- 
gruppe nur ein Fall von Pylorusstenose. 

Die Personen der ersten Gruppe haben insgesamt 216 Geschwister, von denen 9 
kongenitale Pylorusstenose haben. In der Kontrollgruppe betrigt die Anzahl der Ge- 
schwister 319, von denen keiner die Krankheit hatte. 

Bei den iibrigen Verwandten der ersten Gruppe fand man 8 Fiille von Pylorusste- 
nose. dagegen nur einen bei den Verwandten der Kontrollgruppe. 

Mit anderen Worten hat die Untersuchung cine wesentliche familidire Hiitufung die- 
sev IWrankheit gezeigt, woraus die Theorie geboren ist, dass beim Auftreten der konge- 


nitalon Pylorusstenose hereditire Faktoren eine Rolle spielen, 


Prodisposicion familial ala estenosis congenita del piloro. 

Ua serie de 95 individuos (73 hombres y 22 mujeres), entre las edades de 25 y 45 
anos. han sido interrogados sobre la posible ocurrencia familial de estenosis pilorica 
consenita, Estos individuos fueron en su ninez tratados por pilorica medicamente. 
100 40 seleecionados enfermos hospitalizados fueron interrogados similarmente. 

l= 95 con estenosis pilorica previa tienen un total de 128 ninos de los que I] tienen 
ester osis pilorica, mientras que hay solo un nino con esta enfermedad entre los 145 
del eontrol. 

l. primer serie tiene un total de 216 s/blings, de los cuales 9 con estenosis pilorice 
cons ita. En el grupo control el numero de sibling, de los cuales ninguno ha tenido la 
enter nedad, 
tnas se han encontrado 8 casos entre los restantes parientes de los de la primer 
serie onientras que uno solo en el grupo control, La presente investigacion a mostrado 
por tanto una mareada acumulacion de casos familial lo que pensar en la impor- 


ta de los faetores hereditarios. 


Addendum 


‘ the preparation of this paper the results of an English investigation have been 
pu ed: Out of 25 sons and 21 daughters of 85 individuals with previous sten. 
py sons and no daughters had the disease. (CARTER, C. O. and Powe tt, B. W.: 


Ty neration Pylorie Stenosis. Lancet 1: 746, 1954.) 
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Acta Piediatrica 43: 529—542. Nov. 1954 


der Kinderabteilung (Leiter: J.C. Gunst) und dem Pathologischen Laboratorium 


ter: Prof. Dr. H. J. G. Wisers) des ,,Ziekenhuis van de Heilige Joannes de Deo", 


Den Haag, Niederlande 


Uber den leterus gravis und Kernicterus bet Frithgeburten 


ohne nachweislichen ABO- und Rhesus-Blutgruppen- 


antagonismus 


von J. C. W. BAKKER 


seit einigen Jahren sahen wir regelmiissig einen Icterus gravis oder 


Ke 


nicterus bei Friihgeburten auftreten, ohne dass ein Blutgruppen-anta- 


gonismus, das heisst der Landsteiner- und Rhesus-Gruppe, nachweisbar 
war. Dieses Phinomen, das schon von anderen beschrieben wurde (5, 15), 
mochten wir in dieser Arbeit als Icterus gravis bzw. Kernicterus ohne 


Antagonismus bezeichnen. 


nven und positiven Gallenfarbstoffreaktionen im Urin. Wenn die Symp- 


‘nter Ieterus gravis ohne Antagonismus verstehen wir einen schweren 


rus mit Somnolenz. schlechtem Trinken. leichten zerebralen Erschei- 


e des Ieterus gravis starker und in Kombination mit Opisthotonus und 
mus auftreten, wollen wir dieses Syndrom hier Kernicterus ohne 


‘agonismus nennen. Der Ubergang vom Icterus gravis zum Kernicterus 
‘liessend, Im Gegensatz zu einem Kernicterus bei einem Blutgruppenanta- 


smus fanden wir bei den von uns beschriebenen Kernicterusfallen 

Antagonismus keinen Fall, der nicht iiber einen Icterus gravis ent- 
len wire. Im iibrigen konnte bei unseren Fiillen keine Milzschwellung 
uden werden. In keinem der Fille konnten im Serum der Mutter oben- 
unte Antikérper gegen die Erythrozyten des Kindes nachgewiesen 
ion. Theoretisch wire es natiirlich méglich, dass bei unseren Patienten 
‘cterus gravis und Kernicterus auf Grund einer der selten auftretenden 
vonismen hervorgerufen wurde. Wir haben diese Méglichkeit vernach- 
‘t. da wir glaubten, dass diese so ausserordentlich selten vorkommt, dass 


unsere Ergebnisse nicht deutlich beeinflussen kann. 

der Zeit von 1949 bis 1953 beobachteten wir in unserer Klinik 56 
von Ieterus gravis ohne Antagonismus bei im tibrigen normalen 
seburten. Hiervon zeigten 33 deutliche Symptome eines Kernicterus. 
liesen 33 starben 21. Davon wurden 14 obduziert. Dabei konnte die 
iose _Kernicterus bestitigt werden. Bei allen Fallen von Kernicterus 
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ohne Antagonismus, die seziert wurden, war die Oberfliche des Gel 
: gelblich getént. Bei frontalen Schnitten wurde eine intensive Gelbfiir! 
: des Nucleus caudatus, des Corpus striatum, des Subthalamus, des H 
campus, der Olive und der Kerne auf dem Boden des vierten Ventr: 
gefunden. Die Nebennieren und das Nierenmark waren ebenfalls gel! 
fiirbt. In zwei der Fille sahen wir orangegelbe Gerinnselchen im He: 

Das Geburtsgewicht unserer Friihgeburten mit Icterus gravis und Ke: 
terus ohne Antagonismus variierte zwischen 2250 und 1130 g. Die niedri 
Aufnahmetemperatur war 29.57 

Bei den im iibrigen gesunden Friihgeburten liessen sich zwischen 
ersten und siebenten Tage die ersten Erscheinungen eines Icterus g: 
feststellen. Bei denjenigen, wo klinisch ein Kernicterus diagnostiziert wu 
war dieses zwischen dem zweiten und sechsten Tage der Fall. Der Tod 
bei denen, die starben, zwischen dem dritten und zehnten Tage ein. 

Die oben angegebenen Daten sind in Tabelle 1 zusammengefasst. 


TABELLE | 


Icterus gravis ohne Kernicterus ohne Gestorben an Ki 
Antagonismus Antagonismus ohne Antago: 


geboren Beginntag Beginntag Ster| 

in Wochen| An- An- An- 

zahl | frithe- | spéte- zahl | frithe- | spate- zahl | frithe- | spat 

schnitt- schnitt- 

stens | stens stens | stens heh stens | ster 


lich 


7 6. 5. 


6 9 6. 


6S Is 


Su.mehr | 27 


Zur Demonstration noch die Beschreibung eines der Falle mit Is 


icterus ohne Antagonismus (Fig. 1). 


Fokje D. 5-6 Wochen zu frih geboren. Geb.gew. 2150 Anamnese: 


keine Besonderheiten. Mutter Blutgruppe A Rh -.Normaler Partus in Hinterha 


Untersuchungsergebnis: keine Besonderheiten, Blutgruppe A Rh -. Wird als | 
geburt im O,-Zelt gepftlegt. Verlauf: 1. Tag. Temperatur steigt bis 38°C. und 
danach normal. 2. Tag. Keine Besonderheiten. 3. Tag. Fingt an, gelb zu we 

5. Tag. Wird orangegelb. Bilirubingehalt im Serum 44.5 mg %, im Liquor cei 
spinalis 0,05 mg Gallenfarbstoftreaktionen im Urin positiv. 6. Tag. Gelbg: 
[eterus. Beginn von Kernicterussymptomen,. Kreischt, verdreht die Augen, 
leichter: Opisthotonus, 7. Tag. Starker Opisthotonus, deutlicher Spasmus. 


rubingehalt im Serum 47,5 mg °,, im Liquor cerebrospinalis 0,15 mg °. Gallenfarb 


reaktionen im Urin stark positiv. Exitus. —- Obduktion: Typischer Kernict 


Gelbe Ablagerungen in Nebennieren, dem Nierenmark und dem Herzen. 


11 3. 6. 5. 6 be 10 


15 me 6. 4. 12 3. 4) 


lage. Zu Hause geboren, Bei Aufnahme: Eine Stunde alt. Temperatur 36. 
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Gallenfarbst im Urin + ++ 
Graphische Darstellung I 
Icterus 
-Zelt t ] 
e 
$| L 
i 
¥ 
mg% |mg% 
40; 4 
30| 3 
20; 2 
10, 1 
Gewicht 123 4 5 6 7 8 9 10 Tag 
in Gramm 
Bilirubin 3000 
im Serum 
Bilirubin 2500 
im Liquor 
Kernicterus 2000 SS 
Icterus| gravis 
mittelschwer 
[leicht 1500 
1000 


1. .,Uber den Teterus gravis und Kernicterus bei Friihgeburten ohne nachweislichen 
ABO- und 


Betroffen iiber das wiederholte Auftreten eines Krankheitsbildes, welches 
diesen Fallen fiir uns unerklirlich war, untersuchten wir, ob sich in den 
zten Jahren in der Behandlung oder der Pflege unserer Friihgeburten 


‘was geiindert habe. Es zeigte sich, dass das Auftreten des Icterus gravis 
il des Kernicterus ohne Antagonismus ungefiihr mit der Ingebrauchnahme 
on Sauerstoffzelten fiir die Pflege von Friihgeburten zusammenfiel. 


in unserer Abteilung werden Sauerstoffzelte gebraucht, die ein ge- 
ilossenes System darstellen. Sie werden mit Nitrox, ein Gemisch von 
', Os und 20°, Ny, gefiillt. Dadurch, dass die Zelte fiir die Versorgung 
Kinder regelmiissig gedffnet werden, betriigt die mittlere Sauerstoffkon- 
tration im Zelt 60°. Natriumhydroxyd und Calciumoxyd resorbieren das 
seatmete CO,. Die Temperatur wird mit Hilfe von Olwirmeflaschen 
elt, 
ie Friihgeburten werden im allgemeinen 6 bis 21 Tage im Sauerstoff- 


vepflegt. 

burch die Tatsache, dass dieses Krankheitsbild auftrat, seit wir unsere 
hgeburten in einer hohen Sauerstoffkonzentration pflegten, und durch 
suche, die in unserer Klinik in einem anderen Zusammenhang durchge- 
t wurden (28), entwickelte sich bei uns eine Hypothese iiber den Einfluss 
 Sauerstoffkonzentrationen in der Einatmungsluft auf das Entstehen 
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eines Icterus gravis und Kernicterus ohne Antagonismus bei Frithgeburt: 
Um unserer Hypothese folgen zu kénnen, ist es nétig, sich die nun folgend 
Theorien aus der Physiologie der Neugeborenen in Erinnerung zuriick 


rufen. 


sekanntlich werden voll ausgetragene Kinder und Fruhgeburten im allgemei: 
mit ecmem hohen Hamoglobinwert und einer grossen Anzahl Erythrozyten geboren, | 
erklirung hierfr wird in der niedrigen intrauterinen Sauerstoffspannung gesuc 
Ausserdem bekommt der Neugeborene in einem Teil der Falle kurz nach der Geb 
eine Art Bluttransfusion aus der Plazenta durch Kontraktion des Uterus. Vor al! 
wenn die Nabelschnur spit abgeklemmt wird, kann das Kind hierdurch noch ¢ 
bedeutende Menge aus der Plazenta erhalten. Die Werte fir das Hamoglobin und 
Eryvthrozyvten sinken ziemlich schnell nach der Geburt. Es wird verschiedentlich 
Meinung vertreten, dass die Ursache fiir dieses Absinken der Werte im Untersch 
der intra- und extrauterinen Sauerstoffspannung liegt. Bei Friuhgeburten haben 
sicherlich noch die besonderen Eigenschatten des f6talen Hiimoglobins zu berticks: 
tien. Anfangs nahi man an, dass der Ieterus neonatorum, der vor allem bei 
geburten oft sehr stark in’ Erscheinung tritt, seine Ursache im starken Abbau \ 
Hiimoglobin und Erythrozyten nach der Geburt hat. Andere Forscher waren 
Meinung, dass die Leber noch einige Zeit néotig hat. um aus ihrem noch immatu: 


Stadium zu einer normalen Funktion zu reifen; sie glaubten nicht an einen him 


tischen Faktor. Eine dritte Gruppe, die nach der heutigen Ansicht der Wahrheit « 


nichsten kommt, sucht die Erklirung in einer Kombination der oben angeftihi 


Faktoren (2 ecinschl. 46). 


Schon lange ist bekannt, dass die Blut-Liquor-Schranke bei Neuge! 


renen und im besonderen bei Friihgeburten viel niedriger ist als bei | 


wachsenen, u.a. auch fiir Bilirubin (9 einschl. 43). Bei histologisch 
Untersuchungen von Plexus chorioideus von Neugeborenen und Erwac 


senen zeigte sich, dass bei Neugeborenen u. a. die Epithelzellen schmii! 


waren und das Bindegewebe noch nicht differenziert war (18, 47). Auch \ 


haben einige histologische Priiparate vom Plexus chorioideus Krwachsen: 
Neugeborener und von Friihgeburten hergestellt. Dabei konnten wir 
gleichen Unterschiede beobachten. Ob diese histologischen Unterschi: 
die niedrige Blut-Liquor-Barriere erkliren, ist sehr zweifelhaft. Sicher!: 
besteht auch eine Verbindung zwischen dem Blut und Gehirn, die sich nix 
des Liquors baw. der Blut-Liquor-Schranke bedient. Aus diesem Grun 
erscheint auch uns die Bezeichnung ..barri¢re hémato-encéphalique™ ge¢ 
neter (35, 39). 

Kine Reihe von Forschern glaubt an eine Beziehung zwischen Biliru 
und dem pathologisch-anatomischen Bilde, das bei Kernicterus im Gel 
entsteht. In den untersuchten Gehirnen wurde in den gelb gefarbten Ker 
silirubin nachgewiesen. Man spricht selbst von einer Toxizitaét des B 
rubins fiir das Gehirngewebe (1, 5, 37, 39). Darum wurde schon der Na 
., Bilirubin-encephalopathie an Stelle von Kernicterus vorgeschlagen (° 
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vie Theorien tiber die Frage, weshalb gerade die Gehirnkerne bei diesem 
h.rankheitsbild durch das Bilirubin angegriffen werden, wollen wir hier 
i: cht weiter erértern. Ob es noch bisher unbekannte Faktoren gibt, die 
ois Hirngewebe fiir die Ablagerung von Bilirubin priidestinieren, ist wohl 
1-cht bewiesen, aber sehr wahrscheinlich. Unter anderem ist uns némlich 
vifgefallen, dass die Wochnerinnenabteilung unseres eigenen Kranken- 
havuses viel weniger Fille von Kernicterus ohne Antagonismus aufweist. 
Leider kénnen wir hiertiber keine exakten Angaben machen. Die Friihge- 
hurten werden dort auf die gleiche Weise und in den gleichen Sauerstoft- 
zclten verpflegt wie auf der Kinderabteilung. Bei der Suche nach der Ursache 
fir diese Unterschiede konnten wir bisher nur feststellen, dass es sich auf 
der Wochnerinnenstation um Friihgeburten handelt, die unmittelbar aus 
dem Kreissaal zu ihrer Friihgeburtenstation gebracht werden. Die Kinderab- 
tcilung dagegen erhalt die in der Stadt geborenen Friihgeburten. Diese 
werden oft mit einer erheblichen Hypothermie eingeliefert. Es kénnte 
moglich sein, dass die starken Untertemperaturen und im Anschluss daran 
das rasche auf normale Temperatur Bringen, Schiiden des Gehirngewebes, 
dev Gefasswiinde und vielleicht des ganzen primaturen Organismus verur- 
suchen. Hinzu kommt noch, dass es technisch oft sehr schwierig ist, eine 
Temperatur von 37°C. zu erreichen und zu erhalten, ohne dass grosse 
Schwankungen manchmal bis zu 40° C. auftreten. 

Auf Grund der oben wiedergegebenen Gedanken hatten wir die Méglich- 
keit. die nun folgende Hypothese zu entwickeln: Ein Kind, dass in utero in 
cinem relativ sauerstoffarmen Milieu lebt, wird, wenn es nach der Geburt 
in ein Sauerstoffzelt gelegt wird, praktisch ohne Ubergang in eine sehr 
ssuerstoffreiche Umgebung gebracht. Hier fallt das Bediirfnis nach einer 
grossen Menge von Hiimoglobin fort. Die Friihgeburt baut in auffallend 
kurzer Zeit einen erheblichen Prozentsatz hiervon ab. Die Héiimoglobin- 
nv nge, die in einem Sauerstoffzelt abgebaut wird, wird pro Zeiteinheit 
gi osser sein, als diejenige, die dieselbe Friihgeburt abbauen wiirde, wenn sie 
i) gew6hnlicher Luft, also in einer weniger sauerstoffreichen Umgebung, 
ec otlegt wiirde. Auf diese Weise entsteht bei der noch immaturen Leber- 
\ktion eine Bilirubinimie, die iiber einen verfriihten Icterus neonatorum 
einem Icterus gravis ohne Antagonismus fiihren kann. Ist das Bilirubin- 
a) sebot besonders gross, ist die Immaturitit der Leber noch sehr stark 
| treten vielleicht noch bis jetzt unbekannte Faktoren hinzu (u. a. 
si «ke Hypo- oder Hyperthermie oder Beschidigungen durch eine Asphyxie), 
(on besteht die Méglichkeit, dass Bilirubin tiber die niedrige ,,barriére 
h iato-encephalique* die Gehirnkerne erreicht und dort abgelagert wird, 
ei dann ein Kernicterus entstehen kann. An dieser Stelle méchten wir 


® ‘ihnen, dass bei normalen ausgetragenen Neugeborenen in 22°, der 
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untersuchten Kinder Bilirubinwerte bis zu 0.25 mg°,, gefunden wurd: 
Der mittlere Wert betrug 0.14 mg°, (WiJERS und BAKKER). Bei \ 
ausgetragenen Siuglingen mit Icterus gravis oder Kernicterus, hervor 
rufen durch einen ABO- oder Rhesus-Blutgruppenantagonismus, konnte | 
der ersteren Abweichung fast immer und bei der letzteren immer Biliru! 
im Liquor nachgewiesen werden. Der mittlere Wert fiir Bilirubin | 
deutlich tiber dem der gesunden Neugeborenen. Die héchsten Werte jedc 
sahen wir bei Friihgeborenen mit oben erwihnten Abweichungen ol 
ABO- oder Rhesus-Blutgruppenantagonismus. Hier fanden wir Werte | 
zu 2.50 mg®,. Das Bilirubingehalt im Serum war bei diesen Friihgeburt: 
bis zu 46.5 mg®, Die Bilirubinbestimmung im Serum und im = Liqu 
wurde nach der Reaktion von Jendrassik-Cleghorn vorgenommen = wii! 
fotoelektrisch auf dem Apparat von Kipp mit Filter 53 abgelesen, Schni 
reagierendes Bilirubin konnte nur in einigen Fallen nachgewiesen werde 
Wir haben es nun unternommen, unserer Hypothese tiber einen beschlk 
nigten und verstirkten Abbau von Himoglobin unter Einfluss von hol) 
Sauerstoffkonzentration bei Friihgeburten mit einigen klinischen Versucli: 
zu verifizieren, Fiinf Friihgeburten ohne Blutgruppenantagonismus, die vo 
kommen gesund waren und deren Allgemeinzustand vom ersten Augenblic| 
nach der Geburt ab nichts anzumerken war, wurden, wenn sie nach ihre: 
physiologischen Blutabbau auf konstanten Hamoglobin- und Erythrozyte: 
Werten stehen geblieben waren, in Sauerstoffzelten gepflegt. Diese Versuc!:: 
wurden zwischen ihrem 23. und 41. Lebenstag durchgefiihrt. Die Kind: 
waren dann noch immer 20 bis 52 Tage vor ihrem ausgerechneten Geburt 
datum. Das Hiimoglobin war zu Beginn des Versuches zwischen 21.3 ui! 
11.75 ¢°,. Thre Anzahl Erythrozyten betrug 3.4 bis 6,4 Millionen. |) 
Hiimoglobinbestimmungen wurden, wie es bei uns tiblich ist mit Kapill: 
blut fotoelektrisch als Oxyhiaimoglobin auf dem E.E.L. mit Filter 404 
vorgenommen. Da diese Bestimmung eine Farbreaktion ist. versucht 
wir festzustellen, ob Bilirubin die gefundenen Himoglobinwerte bee: 
flusst. Bei stark ikterischen Patienten mit einem Bilirubingehalt von 
Mittel 20 mg°) im Serum. bestimmten wir die Farbstoffe im Serum auf « 
gleiche Weise wie das Hiimoglobin im Totalblut. Die Extinktion des K.K 
stimmte mit 0.20 ¢°, Hiimoglobin iiberein. ein Wert. den man sicher! 


vernachliissigen kann. Die Versuche im Sauerstoffzelt dauerten 7 bis 
Tage. und zwar durchschnittlich 9! , Tage. Das Hiimoglobin und die Eryth 
zvten waren dann im Mittel 27.59°, baw. 30,53°, unter die Anfangswe: 
des Versuches gesunken (Fig. 2). Nachdem die Kinder wieder in norma 
Luft gepflegt wurden, stiegen bei allen die Werte fiir das Hamoglobin u 
die Erythrozyten, Auf Grund der Tatsache, dass die Gewichtslinie wiihre | 
des Versuches normal verlief und keine abnormale Steilheit verriet, ist 
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zelt Graphische Darstellung 


a 


+ 


+ 
ao 


1. —————> 13. 4, 15 16. 17 18. 19. 20. 21. 22. 23. 24. 25, 26, 27 28, 29. 30. 31. 32. 33, 34. 35. 36. 37 38. 39. 40. 41. 42, 43. 44. Tag 


45Tage zu fruh geboren. Geburtsgewicht 2300 Gramm. 


a Hamoglobin 
3 3.Tag: Hb21,92.9%; Erythr. 6600 000 
Erythrocyten 
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Erklarung der Zeichen 


2. Uber den influss von Sauerstoffeinatinung auf den Hamoglobin- und Erythro- 
eytengehalt einer Friihgeburt. 


wwahrseheinlich, dass eine Erhéhung des Wassergehaltes oder ein schnel- 
‘ves Wachsen des Siiuglings einen nennenswerten EKinfluss auf die gefun- 


nen Werte hat. Anzunehmen, dass wir an der Stelle eines vergrésserten 
| beschleunigten Abbaus von Himoglobin mit einem verkleinerten 


ifbau zu tun hitten, ist auf Grund des sehr schnellen Absinkens der 


rte nicht gut moglich. 

“igentlich hatte das Verfolgen der Hiimoglobin- und Erythrozytenwerte 
irend des Versuches parallel mit Bilirubinbestimmungen im Serum ver- 
en miissen. Dies ist aber bei Friihgeburten oft technisch nicht moéglich, 

dafiir eine Venenpunktion nétig ist. Wohl hitten wir uns mit einer 
robestimmung oder dem Icterus-Index begniigen kénnen. Aber diese 
hoden schienen uns zu ungenau. Im Laufe unserer Versuche wurde 
es der Kinder klinisch sichtbar ikterisch. Vielleicht hitten wir durch 
kutane Applikation von Histamin noch einen subklinischen Icterus 
lich machen kénnen (EBpecke). In Anbetracht der Tatsache, dass 
rend unserer Versuche — trotzdem ziemlich viel Hiimoglobin in kurzer 
abgebaut wurde — kein klinischer Icterus auftrat, diirfen wir vielleicht 
hmen, dass die Leber einer Friihgeburt nach einer solchen Zeit extra- 
nen Lebens schon im Stande ist, das Angebot an Bilirubin aut normale 


e zu verarbeiten. Modglicherweise sind auch die Hautkapillaren zu 
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diesem Zeitpunkt weniger durchliissig geworden. Eine Kombination beic 
Faktoren kiime natiirlich auch in Betracht. 

Auf Grund von oben geschilderten Versuchen meinen wir zu der Schlu 
folgerung kommen zu kénnen, dass Sauerstoff einen grossen Einfluss « 
den Abbau von Hiimoglobin bei Friihgeburten hat. Damit unter Umstiind 
auf das Entstehen von Icterus gravis und Kernicterus ohne Antagonism 

Das Ergebnis unserer Versuche, das wir als Stiitze fiir unsere Hypotli 
ansehen zu diirfen glauben, veranlasste uns nun zu folgendem Vorgeli 
wir pflegten unsere Frihgeburten im Normalfall ohne Sauerstoff. We 
das jedoch auf Grund des Allgemeinzustandes der Patienten nicht még! 
war, gaben wir ihnen eine moéglichst kurze Sauerstoffinhalation mit Hi 
eines kleinen Trichters in einer erwirmten Wiege oder einer an norm 
Luft angeschlossenen Isolette. Wir beobachteten, wie bei diesen Kinde 
nur wenige Fille von Icterus gravis und ein Fall von Kernicterus ol; 


Antagonismus auftraten. Die ersteren fanden wir tbrigens auch be: 


Nachlesen von Krankengeschichten aus der Zeit. als die Sauerstoffze| |: 
noch nicht in Gebrauch waren, hin und wieder beschrieben. Wir glauhc: 


dies auf Grund unserer neuen Erkenntnis einer besonders immaturen Lebe: 
funktion, einem starken Abbau des Hiimoglobins nach der Geburt oder ei; 
Kombination dieser Faktoren zuschreiben zu miissen. 

Wir haben die Beobachtungen von Friihgeburten. die mit und ol; 
Sauerstoff gepflegt wurden, in Tabelle 2 verwertet. Hier méchten wir no 
erwiihnen, dass in unseren Statistiken nur das Material von vollkomn 
normalen Friihgeburten verarbeitet wurde. Das bedeutet also. dass Fri 
geburten, die an anderen Krankheiten als Icterus gravis und Kernicte: 
ohne Antagonismus oder angeborenen Abweichungen litten. ebenso we: 
in unsere Betrachtung einbezogen wurden wie die. die an anderen Ursach:: 
als Icterus gravis und Kernicterus ohne Antagonismus starben. 


TABELLE 2 


| Versorgt in gew6hnlicher Luft Versorgt im Sauerstottz: 
Zu friih 
geboren i Hiervon Gestorben Hiervon ( 
Wochen Kernict. Jan Kernict. Kernict. ja 
| zahl | gravis zahl | gravis = % 
| | 
2-4 16 16 2 12,5 
4-6 43} 36 9 25,0 7 19,4 
6-8 35 | 3 1-36 5544 | 
Sundmehr | 45] 4 88] | 22] 1 | 22 | 65] 27 Jans] 15 | 230 | 
Potal | 139 | 7 | 5.0 | l | 0,7 | I | O7 | 172 56 | 32.6 | 33 | 19,2 | 
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Fiv. 3. Uber den Einfluss einer Blutentnahme auf das Entstehen von Ieterus bei einer 
Friihgeburt. 
in den Fallen, in denen wir auf Grund der oben angefiihrten Faktoren 
einen Icterus gravis oder Kernicterus ohne Antagonismus zu erwarten ha- 
ben. wiire es vielleicht zu empfehlen, durch eine reichliche Venenpunktion 
oder eine Blutentnahme mit Hilfe eines Katheters aus der Nabelvene die 
Gesamtmenge des Himoglobins bei der betreffenden Friihgeburt zu verklei- 
ner. Dieser EKingriff miisste so schnell wie méglich nach der Geburt, spiites- 
ten. bei den ersten Erscheinungen eines Icterus gravis stattfinden. In 
unserer Klinik wurde dies bisher in einem Fall durchgefiihrt. Hierbei fiel 
wns das schnelle Verschwinden von Kernicterussymptomen nach der Blutent- 
nal ine auf. Ob dieses Verschwinden wirklich unserem Kingriff zu danken 
ist. wiirden wir erst beurteilen kénnen. wenn wir diesen Eingriff oft durch- 
vel rt hatten. 
' nen kurzen Bericht der Krankengeschichte dieses einen Falles lassen 
wit olgen (Fig. 3). 
obus H. 9 Wochen zu frith geboren. Geb.gew. 1470 g. Anamnese: Eltern 
kei sesonderheiten. Mutter Blutgruppe 0 Rh |. Normaler Partus in Hinterhaupts- 
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Zu Hause geboren. — Bei Aufnahme: 15 Minuten alt. Temperatur 31,8° C. 


Tag 


i 
ort 
| 


538 J.C. W. BAKKER 


Untersuchungsergebnis: keine Besonderheiten. Blutgruppe 0 Rh -. Wird als F: 
geburt im O,-Zelt gepflegt. Verlauf: 1. Tag. Temperatur wird innerhalb wen 
Stunden normal. 2. Tag. Er wird orangegelb ikterisch, iichzt, liegt In Opisthotor 
stellung und wird spastisch. Das Hb ist 15,5 g°%, Erythrozyten 4,4 Mill. Gallent 
stoffreaktionen im Urin positiv. Bilirubingehalt im Serum 11,0 mg °%. Wegen Kk 
icterussymptomen wird er aus dem O,-Zelt genommen und in der Isolette ohne be 
dere Sauerstoffzutuhr geptlegt. Aus der Nabelvene werden 45 ml Blut entnomme: 
3. Tag. Hb 12 ¢%, Erythrozyten 3,7 Mill. 4. Tag. Erhalt wegen eines schlec} 
Turgors Hypodermoclyses. 5. Tag. Kein Zeichen von Kernicterus mehr. Gelbsi 
®, Erythrozyten 3 Mill. Das weitere Absinken des Hb ist w: 
scheinlich dureh eine Verdiinnung des Blutes mit Gewebetliissigkeit oder di 
Retention der wiederholten Hypodermoclyses zu erkliren, 8. Tag. Gewicht 11s 
14. Tag. Hb. 9,7 ¢%, Erythrozyten 2,7 Mill 


nimimt ab. Hb 9.3 ¢ 


Gelbsucht stark abgenommen. 
Is. Tag. Nicht mehr ikterisch, zeigt bei der Untersuchung keine Besonderheiten 1m: 

20. Tag. Geburtsgewicht wieder erreicht. 25. Tag. Wird aus der Isolette gen 
men und weiter in einer Wiege gepflegt. Gewicht 1640 g. Trinkt gut. Hb 9,6 + 


Eryvthrozyten 3,6 Mill. 


Wir haben bei sehr ikterischen Friihgeburten auch daran gedacht, ei 
durchzufiihren, um dadurch die Bilirubiniiy: 


herabzusetzen. Aber das Risiko, das bei ausgetragenen oder fast ausget 
genen Kinder sehr klein ist. erschien uns fiir Friihgeburten doch zu gro 
Wenn wir auch fiir unsere normalen Friihgeburten durch unsere Hy)) 


these. unsere Versuche und die vergleichenden Statistiken ein Behandlui. 


schema gefunden hatten, so kamen wir bei unseren asphyktischen Friili 
burten in eine schwierige Lage. Trotz unserer Uberzeugung. dass 

Sauerstottzelt den Friihgeburten schidlich sein kann, wollten wir es 
Behandlungsmethode fiir die Asphyxie nicht ganz fortlassen. Obwohl 
die asphyktischen Friithgeburten so kurz wie méglich im Sauerstoft 
gepflegten, beobachteten wir hier doch wieder verschiedene Fiille 

Kernicterus. 

Im iibrigen ist es noch fraglich, ob eine asphyktische Friihgeburt 
lange Zeit eine besondere Sauerstoffzufuhr nétig hat. In der ersten P! 
der Asphyxie besteht eine Behinderung des Gasaustausches. In der zw 
Phase ist der Gasaustausch wohl wieder normal geworden, aber die nor! 
Sauerstoffsiittigung des Gewebes ist noch nicht erreicht. Selbstverstand 
ist in diesen beiden Phasen der Asphyxie der Sauerstoff nicht schiad 
In der ersten Phase ist das Bekiimpfen der primiren Ursache der Asphs 
soweit das moglich ist. ebenso wichtig wie Sauerstoffzufuhr. Beim Uber; 
von der ersten zur zweiten und in der zweiten Phase wird ein sauers 
reiches Milieu die Sittigung des Gewebes mit Sauerstoff beschleunigen 
aber diese Sauerstoffsittigung einmal erreicht und nimmt der Gasausta 
ungehindert seinen Fortgang. dann ist der Augenblick gekommen., 


ein Zuviel an Sauerstoft einen schiidlichen Einfluss ausiiben kann. 
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Jaraus ergibt sich, dass die Zufuhr von Sauerstoff und vor allem eine 
P ege in Sauerstoffzelten nur unter sehr genauer Kontrolle erlaubt ist. 
So oald es in Bezug auf die Asphyxie nicht mehr unbedingt erforderlich ist, 
scveint es uns angebracht, die Behandlung im Sauerstoffzelt zu beenden. 

Zum Schluss méchten wir noch einmal darauf hinweisen, dass der in die- 
se. Verdffentlichung entwickelte Gedanke nur eine Arbeitshypothese ist, 
die durch einige empirisch bewiesene Tatsachen gestiitzt wird. Schliesslich 
ist von der Physiologie des Fotus und der Friihgeburt noch zu wenig be- 
kant, als dass wir annehmen kénnten, unsere Behandlungsmethode sei 
die einzig richtige und auf der rechten theoretischen Grundlage aufgebaut. 

\ber dennoch glaubten wir, unsere Hypothese und unsere Versuche 
publizieren zu miissen, da sich die aus ihnen ergebende Prophylaxe des 
Icierus gravis und Kernicterus ohne Antagonismus bei Friihgeburten uns 
viclleicht einen Schritt auf dem rechten Wege weiterbringt. 


Zusammenfassung 


in einer Gruppe von 172 normalen und gesunden Friithgeburten wurden 56 Fiille 
von Teterus gravis gefunden. Bei diesen war kein ABO- und Rh-Blutgruppenanta- 
gonismus nachzuweisen. Bei 33 trat klinisch ein Kernicterus auf, der bei 21 t6tlich 
war. Vierzehn Fille wurden obduziert. Die Diagnose wurde dabei bestiitigt. Die 
Frihgeburten dieser Gruppe wurden alle in Sauerstoffzelten gepflegt. In den Zelten 
herrscht eine Sauerstoffkonzentration von 60 °% im Mittel. 

in einer Vergleichsgruppe von 139 normalen und gesunden Frithgeburten, ebenfalls 
oboe Blutgruppenantagonismus, wurden nur 7 Fiille von Ieterus gravis und 1 Fall 
vor Kernicterus, der iibrigens tétlich verlief, gesehen. Diese Gruppe wurde ohne 
itzlichen Sauerstoff gepflegt. 

s wird eine Hypothese entwickelt, die die hohe Sauerstoffkonzentration, die in 
dev. Sauerstoffzelten herrseht, fiir die Krankheitsbilder, die in diesem Artikel Icterus 
gravis und Kernicterus ohne Antagonismus genannt werden, verantwortlich macht. 
Av Grund der hohen Sauerstoffkonzentration tritt ein verstarkter Himoglebinabbau 
au der bei der noch immaturen Leberfunktion zu einer starken Bilirubinimie fihrt. 
Bilirubin erreicht tiber die noch niedrige ,,barri¢re hémato-encéphalique* das 
igewebe. Dort ruft es einen Kernicterus hervor. 

‘iese Hypothese wird neben Statistiken noch durch klinische Versuchen gestiitzt. 


A yvopos de Victére grave et de Victere nucléaire chez le nouveau-né prématuré sans 
ar jonisme décelable de groupe sanguin ABO ou Rhésus. 


ans un groupe de 172 nouveaux-nés normaux ont été trouvés 56 cas dictére 


gi oo, On n’a pu mettre en évidence, dans ces cas, aucun antagonisme de groupe 
A ou Rh. 33 cas se présentaient comme des ictéres nucléaires, et dans 21 cas la 
n sensuivit. Dans 14 cas, le diagnostic fut confirmé par lautopsie. Les nouveaux- 
ly ¢e groupe avaient tous été placés sous des tentes a oxygene, dont la concentration 


ét en moyenne de 60%. Dans un groupe témoin de 139 nouveaux-nés normaux, 


I résentant pas non plus d’antagonisme de groupe sanguin, ont été trouvés 7 cas 
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Wictére grave et 1 cas Victere nucléaire, qui s’est terminé par la mort. Dans ce grou ©, 


aucun enfant n’avait été placé sous tente & oxygene. On peut poser pour hypoth 


que la concentration élevée @oxygene sous les tentes, est responsable de l’aspeci 


Ja maladie, que nous appelons ictére grave ou ictére nucléaire sans antagonism 
groupe, dans cet article. L’importante concentration d’oxygéne entrainerait en ¢! + 
une fabrication accrue d@hémoglobine, ce qui conduirait par immaturation foncti 

nelle du foie, & une élévation de la bilirubinémie. La bilirubine passerait & tray rs 
; « la barriére hémato-encéphalique » insuffisante du tissu cérébral, et provoquer 1, 
par suite, un ictére nucléaire., Cette hypothése serait & vérifier par des données stati: i- 


ques et cliniques. 


Icterus gravis and Kernicterus in prematures without proof of ABO and Rhesus bl. il 
group antagonism, : 
Fifty-six cases of icterus gravis were found in a group of 172 normal and healt vy il 
prematures. In these no ABO and Rh blood group antagonism was shown. In 333 12 
clinically visible Kernicterus developed which was fatal in 21 cases. Post morte is 2 
: were performed in 14 cases and the diagnosis was verified. The prematures of t|is * 
group were all given oxygen, an average oxygen concentration of 60 per cent beiig 5 
present in the tents. In a control group of 139 normal and healthy prematures, aso 16 
: without blood group antagonism, only 7 cases of icterus gravis and 1 case of Kern- 
: icterus, the latter ending in death, were seen. This group did not receive any oxygen. 7 
A hypothesis has been developed that places the responsibility for the diseases, that 
: are called icterus gravis and Kernicterus in this article, on the high oxygen concent \- Is 
tion in the oxygen tents. A result of the high oxygen concentration is increased her i:- 6‘ 
: globin catabolism which, in the presence of the immature liver function, causes an ss 
: excessive bilirubinemia. The bilirubin reaches the brain tissue easily due to ifie 20 
lowered blood-brain barrier. This hypothesis is substantiated by statistics and |y 
clinical experimentation. 
Ictericia grave y Kernicterus en prematuros sin pruebas antagonicas para grupos saniiii- = 
neos, 94 
Fueron encontrados 56 casos de ictericia grave en un grupo de 172 prematus os 
i sanos y normales. Estos no mostraron grupos antagonistas para ABO y Rh. La auto; ia e 
fue practicada en 14 casos y el diagndstico fué confirmado. Los prematuros de «-te¢ 
i grupo habian recibido, todos, oxigeno a una concentraciOn media en las tiendas «le 97 
60 °.. En un grupo de control de 139 prematuros normales vy sanos, tambien sin gruj os =8 
sanguineos antagonicos, solamente se observaron 7 casos de ictericia grave y uno le ~ 
ellos fallecié, Este grupo no recibiéd oxigeno. Ha sido sugerida la hipétesis de atril ir 34) 
la responsabilidad causal en las enfermedades que este articulo llama ictericia gray y 
Kernicterus, al alto grado de oxigeno en las tiendas. —- Como resultante de la» a 3 
coneentracion de oxigeno se aumenta el catabolismo de la hemoglobina que, 1 ~ 
presencia de la inmadurez hepatica, funcional, provoca una excesiva bilirrubiner 4. as 
: La bilirrubina aleanza facilmente el tejido nervioso debido a la baja barrera 34 
guinea a ese nivel. Esta hipdtesis esta abonada por estadisticas y experimentac 0) 3: 
clinica. 
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yom the University Clinic of Pediatrics (Head: P. PLrum, M. D.) and the University 
Ch nie of Radiology (Head: P. Mouier, M. D.), Rigshospitalet, Copenhagen 


Radiological Findings in Congenital Cystic Pancreatic Fibrosis 
by GREGERS THOMSEN and JORGEN VESTERDAL 


‘The first extensive description of pancreatic fibrosis as a clinical entity 
wis published by D. ANDERSEN in 1938. Publications of single cases had 
appeared before that time, and the connection between meconium ileus 
and pancreatic fibrosis was stated as early as 1905 by LANDSTEINER. 
During the last 20 years several papers on this disease have appeared. 
The literature has been surveyed by Puan (1945), WicLeswortH (1946) 
and Lowe et al. (1949), and others. In Scandinavia rather few cases have 
been reported (KASER and Lunpquist, 1946, OpEGAARD, 1947, FLENS- 
bora, 1948, Howarp and Hessetvik, 1949, Bastrup-MADSEN and Mor- 
TENSEN, 1951, BERGSTRAND, 1951, and RoSENDAL, 1951). 

‘The disease is hereditary, caused by a recessive mendelian factor which 
is of rather common occurrence in the population (LOWE e¢ al., 1949). The 
discase may be apparent at birth, in which case a meconium ileus is found, 
no! infrequently combined with intestinal atresias or other congenital 
ina/formations. Those infants who survive after operation will later develop 
the symptoms of the following groups. 

''; most cases the disease is not recognized till later in life when lung 
syiiptoms (chronic bronchiolitis and bronchiectasis) and steatorrhoea arise. 
As »ointed out by D. ANDERSEN these cases may be divided into two groups: 
(1) nfants who die before the age of 6 months from lung inflammation; 
sore of these have fatty stools and thrive badly; and (2) patients who 
sur ive for more than 6-12 months; these cases present a celiac syndrome 
ass dated with bronchiolitis and bronchiectasis, and they die later in child- 
ho | from the lung disease. The longest survival time reported is 17 years 
(Po sitey and Spence, 1949). The disease may be complicated by vitamin 
Aw ficiency (D. ANDERSEN). and in longstanding cases by hepatic cirrhosis, 
po. .bly due to amino acid deficiency (WEBSTER and WILLIAMS, 1953), or 
by \ronie cor pulmonale (May and Lowe, 1949, Napas ef al., 1952). 

‘ .e pathologic anatomy is well known from the works by D. ANDERSEN, 
I) BLACKFAN and May, 1938, Farper, 1944, and Bopian, 1952. 
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In the pancreas a fibrosis is found with obstruction of the ducts by vis: «| 
material and secondary cystic enlargement of the acini. Generally over \) 
per cent of the acini have been destroyed, although cases with destruct: 
of only 60 per cent of the acini, but nevertheless with characteristic } |- 
monic lesions, have been reported (D. ANDERSEN, 1938, Gipss et al., 195). 
In the Jast mentioned cases the pancreatic insufficiency is clinically — \- 
conspicuous (see May and Lowe, 1949) and the typical total or subto. 1 
lack of trypsin and other pancreatic enzymes in the duodenal juice can: it 
be demonstrated. 

If the pancreatic insufficiency is pronounced at birth the intestinal c: \:- 
tents will become inspissated owing to failing break-down or failing di \- 
tion. The viscid feces will accumulate in the lower part of the colon aid 
thus cause obstructive ileus. In cases where the pancreatic insufficier y 
manifests itself later in life, the lack of enzymes in the intestine will catise 
steatorrhoea. 

In the lungs the accumulation of viscid secretion will cause atelectia-is 
and emphysema, recurring infections, particularly with Staph. aurcis. 
chronic bronchiolitis, bronchiectasis and interstitial fibrosis. 

Kach of these clinical conditions, viz. meconium ileus, steatorrhoea, and 
lung involvement, causes a rather characteristic radiological picture. ‘Tlic 
purpose of this paper has been, on the basis of the case material from {ie 
Pediatric and Radiological Department of the Rigshospital, to find cuit 
how constantly these radiological findings occur in each clinical syndroi 
and thus to evaluate the diagnostic value of the radiologic examination. 


Case material 


The case material comprises 18 infants and children. We shall not go into det 
with regard to the case histories as the clinical pictures have been similar to those 
deseribed by previous authors. The relevant facts have been summarized in Tabl. J. 

Also in this material the course of the disease has been severe. Fatal outeome be! 
the age of 1 year was seen in no less than 9 cases, while 4 died between 1 and 7 \ 
of age. Autopsy was performed in I] of these cases. 

Meconium tleus. Five infants had meconium ileus. In one of these (Case 1) it 
complicated with strangulation ileus caused by a band across the ileum, and in ano 
case (No. 2) the infant had also volvulus of the colon, All these cases were oper: 
upon, but in 3 of these the operation was unsuccessful. In case 4 and 5 the int 
survived, Case 4 rapidly developed lung complications and thrived badly, and she 
23 months old. Case 5 is still living and is now 43 vears old, but he has devel: 
both steatorrhoea and lung complications. 

In all 5 cases a radiological examination showed signs of intestinal obstruction \ 
air-filled dilated loops of the small intestine. On pictures taken in the inverted pos 
some, but generally rather few, fluid levels were seen (Fig. 1), and these were con 
upwards (Fig. 2) in contrast to the straight horizontal fluid levels observed in « 
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TABLE 1 


545 


Case material. Meconium ileus: case 1-5; steatorrhoea: case 5-17; pulmonary involve- 
ment: case 4-10 and 12-18. 


Pulmo- 
Meco- 2 
Steator- | nary in- 
nium 
Age at Trypsin in 
Case no. |Sex|first ad- duodenal |Comments 
& 

l. 731/46] | 3 days] Died 4 days old | Not ex. t Comb. with 
strangula- 
tion ileus 

volvulus of 
colon 

4, 1243/53 » 24 mos. ,, | No trypsin + | — | Not 

in stools ex. 

5. 500/50) Living 4}? yrs. ,, | Absent | 

6. 371/45 3 mos. | Died 10 mos. ,, Not ex. + Not 

ex. 

59/46] 3 16 weeks] 3 Not 

ex. 

Ss. 348 48 2 mos. PP 4 me be Absent + | Not 

ex. 

4, 851/48 6 Not ex. Not 

Ox. 

, 1131/48 18 ,, |Living 6 yrs. ,, | Absent 

614/49 24yrs.| Died 3 4 

307/50 2 mos. | Living 33 __,, t 

23/53 mos.| Died 18 mos. ,, 

453/53] | 1 mo. | Living 4 yrs. _,, (+) 

992,53} {11 mos.| Died 13° mos. ,, 

345/52] | 2 mos. 33 mos. ,, Not ex. — |Not 
ex. 


forms of intestinal obstruction in the newborn, e.g. atresia of the ileum (Fig. 3). In 
addition a granular, slightly radiopaque accumulation of fecal masses was found in the 


lower left part of the abdomen. The radiological picture in case 1 and 2 was similar 
to that of the others. In case 4 and 5 an examination with a barium enema showed a 


narrow lower colon, and it was impossible to get the barium further than the lienal 


flexure, 
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Fie. 1. Meconium ileus. Pieture taken of the infant in inverted position, showing air-filled 
loops of intestine but rather few fluid levels. (Case 3, 2 days old.) 


ileus. Detail of preceding figure, showing fluid levels w ith upwards concave 
surfaces, 
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. Strangulation ileus in a 3 days old infant (for comparison). Detail picture showing 
fluid level with straight horizontal surface. 


Steatorrhoea, Small intestine with alternating hypertonic and atonic segments. (Case 
10, 18 months oid.) 


— 
3 
| 

| 
; 
| 
} 
“4 


D458 


Hig. 5. 


G. THOMSEN AND J. VESTERDAL 


Lung complications, Diffuse net-like pattern, most pronounced in the hili 
18 months old.) 


(Case 


Fig. 6, Lung complications. The same case as Fig. 5, now 6 years old. The net-like pattern 


increased in intensity. 
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featorrhoea, Of the 15 infants who survived the first 8 days, 13 had foul fatty 
st- ols. Cases 4 and 18, who died at 3 and 34 months of age, did not present this 
s\:aptom, 

1 9of the 13 cases mentioned above a radiological examination of the small intestine 
wes performed. The remaining 4 infants were not examined in this way because they 
di | before the age of 11 months, and so no information could be expected from this 
ex mination, the intestinal pattern being irregular in normal infants of this age. 

in all the patients examined the intestinal pattern was abnormal, with coarse and 
flat mucosal folds and irregularity of the caliber of the small intestine with segmenta- 
tion caused by alternating hypertonic and atonic parts (Fig. 4). The speed of the passage 
through the intestines was within normal limits. In all these cases a conspicuous 
accumulation of fecal masses in the colon was seen. 

Lung complications. The 3 infants who died within the first 8 days from meconium 
ileus had no signs of lung complications, neither clinically nor radiologically. Of the 
remaining 15, who survived for 24 months or more, 13 had clinical signs of lung 
involvement, consisting in chronic or recurring bronchitis, or bronchopneumonia, in 
sore cases complicated with atelectasis. Ten of the patients died from their lung 
complications. 

Radiological signs of lung involvement were found in 12 of these, and also in case 
10 who had no clinical signs thereof. In all these cases a net-like pattern was seen in 
the lungs, with fine or coarse meshes. This pattern was symmetric and diffuse, but 
most pronounced in the hili. Four of these children had at some time or another lobar 
atelectasis. In the cases who were followed for a long period the net-like pattern became 
more and more pronounced as the children grew older (Fig. 5 and 6). 

(ase 12 had clinieal signs of lung involvement, but no radiological abnormalities 
were found in the lungs. This child was followed up till the age of 33 years. 


Discussion 


The radiological findings mentioned above are in accordance with the 
pathology of the disease. In meconium ileus the viscid contents of the in- 
tes'ines will cause the peculiar appearance of the fluid levels with a con- 
ca. ity upwards, as pointed out by NEUHAUSER, and the meconium accu- 
nated in the colon and lower ileum will be seen as a slightly mottled 
so) .ewhat radiopaque mass in the lower left part of the abdomen. According 
to) \EUHAUSER, the mottling is caused by small air bubbles in the meconium, 
bu in our opinion it is more probably due to fat globules. In addition, this 
ac imulation of viscid meconium will make it impossible to fill the whole 
co nm with a barium enema. These findings which have been emphasized by 
Ni -mauser, Evans, Koop, and others, were also very characteristic in our 
ca s and strongly suggestive of the diagnosis meconium ileus. 

he intestinal pattern found by radiological examination of the cases 
Wi . steatorrhoea is brought about by the defective reabsorption of fat. 
A \milar pattern may be found in several other conditions, especially in 


Be 

) 
Ng + 


5dD0 G. THOMSEN AND J. VESTERDAL 


celiac disease (see CAFFEY, GOLDEN, and Mo.uer ef al.), and it is very | 
esting that it may be produced in normal persons by admixture oi 
oil to the barium meal (PENDERGRASS ef al.). In pancreatic fibros: 
voluminous fecal masses are seen as a slightly mottled shadow in th: 
lower part of the abdomen. Strangely enough, these radiological fir 
in pancreatic fibrosis with steatorrhoea have only been reported 
before. as far as we know (BLACKFAN and May). As mentioned befor: 
pattern which we have found in all cases examined is not pathogno:, 
for pancreatic fibrosis. 

The net-like pattern in the lungs which is caused by peribronchiti- 
bronchiolectasis is not quite characteristic of pancreatic fibrosis, as sit) 
pictures may be found in primary atypical pneumonia and other c: 
tions with increased interstitial tissue, but as mentioned before, the 
like pattern is permanent and, moreover, it increases with age. Four o} 
cases had also lobar atelectasis. This has been reported by several aut! 
Emphysema, localized or diffuse, has been described by some aut! 


(NEUHAUSER, RosSENDAL, Gorn), but in our cases it was not conspicuc 


One of our cases had only clinical and another only radiological sigh: 
lung involvement. 
Although each of the symptoms. irregular intestinal pattern and net 


lung-pattern, is in itself not characteristic of pancreatic fibrosis, the co 
bination of the intestinal and pulmonic X-ray findings is strongly sugges! iv 


of pancreatic fibrosis. 
Summary 


The authors review the radiological findings in 18 cases of fibroexstie disease 0! 
pancreas. In five cases of meconium ileus the radiological picture was very sugge 
as to the diagnosis. Later in life, the combination of a diffuse net-like pattern i 
lungs and an irregular intestinal pattern with segmentation was very characte 
of this disease, although each of these findings, taken separately, was inconclusiy 


it might be caused by other diseases. 


Aspects radiologiques de la fibrose kystique du pancréas. 


Les auteurs passent en revue les données radiologiques dans 18 cas de fib 
kystique du paneréas. Dans 5 cas (ileus méconial, Vaspect radiologique était 
évoeateur, Chez Venfant plus agé, Vassociation dune image en mailles de filet 
minée dans les deux champs pulmonaires, et dune image intestinale irréguliere, 
segmentation, reste trés caractéristique de la maladie, bien que, cependant, chi 
de ces deux aspects pris isolément ne permette pas de conclusions fermes, car il } 


étre rencontré dans d'autres affections. 


Rontgenologische Befunde bei kongenitaler, zystischer Pankreasfibrose. 


Die Verfasser berichten tuber die réntgenologischen Befunde von 18 Fiillen 
zystischer Pankreasfibrose. In 5 Fiillen von Mekoniumileus liess der Rontgenbe! 
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die | .agnose vermuten, Etwas spiiter im Leben war die Kombination einer diffusen 
netze ‘tigen Lungenzeichnung mit einem unregelmiissigen intestinalen Bild mit Seg- 
ment crung sehr charakteristisch fiir diese Krankheit, obgleich jeder dieser Befunde 
fiir sch betrachtet nicht bindend ist, da er durch andere Krankheiten hervorgerufen 


sein kann. 


Halli radiologicos en la fibrosis pancreatica quistica congenita. 


Los autores resumen los hallasgos radiolédgicos en 18 casos de enfermedad fibro- 
quistica en el pancreas. En 5 casos de ileus por meconius la imagen radiologica fué 
muy sugestiva para el diagnéstico. Mas tarde en Ja vida, la combinacién de una red 
difusi en los pulmones con un aspecto irregular con segmentaci6n en los intestinos 
fué muy earacteristico de esta enfermedad. Estos dos hechos tomados separadamente 
no permiten Hegar a conclusiones pues pueden ser producidos por otras enfermedades. 
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Clinic (Head: Professor LEIF SALOMONSEN), Rikshospitalet, Oslo 


Retrolental Fibroplasia and Treatment with Oxygen 


by OLE AALDE and OLGA IMERSLUND 


The etiology of retrolental fibroplasia is still unknown. At the present 
time many investigators in this field are inclined to believe that the oxygen 
treatment of premature infants is of great etiological importance (among 
others SzEwezyk, Patz, and De La Cruz). The object of our in- 
vestivation has been to ascertain the frequency of retrolental fibroplasia 
among the premature infants of the Children’s Department of the Riks- 
hospital, and to explore the possibility of a connexion of this condition 
with oxygen treatment. 

In May-June 1950 the modern treatment with incubators was introduced 
into this department. At the end of 1950, we began to examine the fundus 
oculi of premature infants just before their discharge, when they had attained 
aweight of about 2,000 g. These examinations were not at first made syste- 
matically in every case, but they have gradually been extended, and in 
1953 were applied to every premature infant weighing less than 2,000 g 
at birth. Right up to November 1953, the fundus was examined only once 
before discharge if the findings were normal. When they were suspect or 
posit've, the examinations were repeated. Since November 1953 we have 
begu. systematic serial examinations of the fundus of every oxygen- 
treat. d premature infant; they were undertaken just before this treatment 
was ‘iscontinued, and thereafter at intervals of one to two weeks until 
disch irge. 

Ts le 1 gives a survey of the mortality among premature infants weighing 
less 1 an 2,000 g at birth, and the frequency of retrolental fibroplasia during 
the ars 1950-53. During this period altogether 149 premature infants were 
adm ‘ed. With 49 deaths among them, the mortality was 33 per cent. 
The | ble shows a steady increase of the number of admissions of premature 
infan s, the highest figure being that of 1953 when 66 such infants were 
adm ‘ed. With such small figures, it is difficult to form an opinion whether 
ther’ has been any real change in the mortality from year to year. The 
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TABLE | 


Premature infants ~ 2000 g. Mortality and frequency of retrolental fibropla 


Number 
Number Number of Percent - 
of ad- Percent - of sur- age of 
Year missions Died age of vivors retrolen-| | 
vivors lental 
to deaths exam- fibro tal fibro- 
hospital ined plasia plasia 
asle 
1950 10 3 i 3 
1951 26 13 13 HH) 
1952 47 i2 26 35 31 v4 6 
1953 66 21 32 45 45 9 20 
1950-538 ss | on 13 | 


figures for 1953 do not suggest a fall of the mortality compared wit: 


of earlier years. 


Among the 100 surviving prematures 88 underwent an examinatic: 
the fundus, and among these 88 there were I1 cases of retrolental fibro) 
a rate of 13 per cent. Treatment with oxygen was given to 79 of | 
88 infants, and there was not one case of retrolental fibroplasia amon: 


infants not treated with oxygen. 


In 5 of the cases of retrolental fibroplasia, the changes in the fi: 


were slight and had disappeared completely or had left but very 

traces which will probably have no effect on vision.! In 4 cases the 

symptoms were more marked, and the last examination after the « 
sex months showed permanent changes which will probably lead to « 
siderable reduction of vision. The 2 infants with complete retro! 
fibroplasia are blind. 

The first case of retrolental fibroplasia was discovered in September 
The second case, that of a premature infant born in 1952, was discove: 
February 1953. Nine cases were thereafter discovered during the }) 
March to November 1953. 


In the period between May-June 1952 and March 1953 the prematures were t 
with oxygen from admission until they had obtained a weight of about 2,000 


' Tt is possible that the changes observed in these 5 cases are merely variation- 
normal stages of development in the fundus of prematures. This opinion that retinal « 
occur in prematures, which correspond to those seen in the early stages of retrolents 
plasia, has been stressed particularly by HuGcertr. However, since investigators 


field still differ in their opinion on these changes, we have included the 5 case 
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pero ntage of oxygen in the incubators was about 50-55 and the treatment was stopped 
abr 

‘om the beginning of March 1953 to the beginning of November 1953 the per- 
centage of oxygen was about 30—40 and it was gradually reduced. 


tus we have found most of the cases of retrolental fibroplasia in a 
period when the percentage of oxygen was relatively low and probably with 
small variations. 

Alter the occurrence of the 11th case in November 1953 the use of oxygen 
was reduced to a minimum and its withdrawal was carefully graded. 

I the spring of 1953 we started a follow-up examination of all the prema- 
ture infants weighing less than 2,000 g at birth, after they had reached the 
age of six months or more. These follow-up examinations were made partly 
in order to ascertain whether there had been any case of retrolental fibro- 
plasia among the infants who had not been examined earlier, and partly 
to learn whether retrolental fibroplasia might have developed among any 
of the infants who had been examined earlier. 

According to JEFFERSON, retrolental fibroplasia may begin as late as 5} 
months after birth. The fundi of 7 of the 12 infants not examined earlier 
during their stay in hospital in the period 1950-52 were now examined, and 
were found to be normal. Among the remaining 5 there were 3 whose doctors 
reported that they showed no sign of diminution of vision. Of the 2 other 
infants examined neither in hospital nor later on, one was adopted. 

Among the 88 premature infants examined during their stay in hospital 
inthe period 1950-53 were 70 whose fundi were examined when they were 
more than six months old. The 11 cases of retrolental fibroplasia occurred 
among these 70 infants. No new case of retrolental fibroplasia has been 
discovered, 

lv. | presents the occurrence of retrolental fibroplasia in relation to the 
durtion of oxygen treatment and weight at birth. The figure includes the 
infa ts who were treated with oxygen and whose fundi were examined while 
the. were in hospital and again after they were six months old. Here there 
are \ltogether 70 premature infants, among them the IL suffering from 
ret) lental fibroplasia.!: The diagram shows that there is no simple rela- 
tion hip between the duration of oxygen treatment and the occurrence of 
ret) lental fibroplasia. The reservation should, however, be made that no 
cas’ of retrolental fibroplasia was observed among the infants whose oxygen 
tres ment lasted less than a fortnight. 


\s previously mentioned the concentration of oxygen in the incubators varied in these 
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Fig. 1. Occurrence of retrolental fibroplasia in relation to the duration of oxygen treat: 


70 cases examined, 


Summary and Conclusion 


Among 88 out of 100 surviving prematures with a birth weight of less than 2. 
treated in the University Pediatrie Clinic, Oslo, 1950-1953, 11 cases of retro 
fibroplasia were found, a total incidence of 13 per cent. Out of these 11 eases, 4 
sented slight changes which left inconsiderable or slight residua, probably wit 
damage of vision; 4 presented severe changes which will probably affect the \ 
and 2 became blind. No case of retrolental fibroplasia was seen among the prema 
who had not been treated with oxygen. In 70 oxygen-treated prematures, inc! 
11 cases of retrolental fibroplasia, no relationship was found between the durat 
oxygen treatment and the occurrence of retrolental fibroplasia except that no c: 
retrolental fibroplasia was seen when the duration of oxygen treatment was les: 
14 days. The results of these examinations may suggest that treatment with © 
is not the only etiological factor responsible for retrolental fibroplasia, for m 


the prematures treated with oxygen did not develop the disease. 


Fibroplasie rétrolentale et Vadministration de Vowygene. 

Parmi les 88 survivants des 100 prématurés présentant un poids de naissan 
férieur ou égal a 2000 g et traités & la Clinique universitaire d’Oslo, entre les a 
1950-1953, il fut observe 11 eas de fibroplasie rétrolentale, soit une fréquence dé 
Parmi ces 11 cas 5 ne présentaient que des séquelles minimes n’entrainant pro! 
ment aucun trouble de la vision, Par contre 4 de ceux-ci avaient des lésions impor 
de Ja vision et 2 furent aveugles. I] ne fut observé aucun cas de fibroplasie rétrol: 
parmi les prématurés non traités par loxygéne. Parmi 70 cas traités par lox) 
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gro! ve comprenant les 11 cas cités plus haut, il ne fut trouvé aucune relation entre la 
duv de administration de ’oxygéne et lapparition de la fibroplasie rétrolentale 
sauf on ce sens qu’auqun cas n’en fut observé chez les prématurés dont le traitement 
par ct oxygéne fut inférieur a 14 jours. Les résultats de cette étude suggére que le 
trait par Poxygeéne n’est pas le seul facteur étiologique responsable de l'appari- 
tion le la fibroplasie rétrolentale; car la plupart des prématurés traités ainsi ne font 
pas -otte maladie. 

Rety lentale Fibroplasie und Sauerstoffbehandlung. 

Bi 88 von 100 iiberlebenden Friihgeburten mit einem Geburtsgewicht unter 2000 g, 
die in der Universitiitskinderklinik in Oslo 1950-1953 behandelt wurden, fand man 
1] kalle von retrolentaler Fibroplasie, d.h. 15%. Von diesen 11 Fiillen zeigten 5 
gerinze Verinderungen, die unbedeutende oder geringe Residuen, wahrscheinlich 
ohne Schiidigung des Sehvermégens, zur Folge hatten; 4 Fille hatten schwere Veriin- 
derungen, die wahrscheinlich das Sehvermégen beeintriachtigen werden, und 2 Fiille 
wurden blind. Unter den Friihgeburten, die keine Sauerstoffbehandlung erhalten hat- 
ten, iand man keinen Fall von retrolentaler Fibroplasie. Bei 70 sauerstoffbehandelten 
Friiizeburten, einbegriffen 11 Fille mit retrolentaler Fibroplasie, fand man keine 
Sezichung zwischen der Dauer der Sauerstoffbehandlung und dem Auftreten der 
retrolentalen Fibroplasie, mit Ausnahme der Tatsache, dass man bei den weniger als 
l4 Tage Sauerstoffbehandelten keinen Fall von retrolentaler Fibroplasie fand. Die 
Ergebnisse dieser Untersuchung lassen vermuten, dass die Sauerstoffbehandlung nicht 
der vinzige fur die Atiologie der retrolentaien Fibroplasie verantwortliche Faktor ist, 
da bei den meisten mit Sauerstoff behandelten Frihgeburten die Krankheit nicht 
auftrat. 

Filyoplasia retrolenticular y tratamiento con ovigeno. 

Entre 88 de 100 prematuros sobrevivientes con un peso al nacimiento de menos de 
2000 ¢ atendidos en la Clinica Pediatrica de la Universidad de Oslo en los afios 1950— 
1953, se observaron 11 casos de fibroplasia retrolenticular que representa una inci- 
denen. del 13°. Fuera de estos 11 casos, 5 presentaron escasos cambios que dejaron 
leves oO apenas perceptibles lesiones residuales sin dano para Ja visién, 4 presentaron 
graves cambios que, probablemente, afectaran la vision, y 2 quedaron ciegos. No se 
vierou casos de fibroplasia retrolenticular entre los prematuros tratados sin oxigeno. 
En 7 prematuros oxigenados, incluyendo 11 casos de fibroplasia, no se encontré 
relac on entre la duracién de la oxigenaci6n y la presencia de la lesién, excepto que no 
se ol servé casos de fibroplasia cuando la duracién del tratamiento con oxigeno fué 
meno de 14 dias. Los resultados sugicren que el tratamiento con oxigeno no es e!} 
ine faetor etioldgico responsable de la enfermedad dado que la mayoria de los pre- 
mat! os tratados con oxigeno no desarrollaron Ja Jesién. 
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CASE REPORTS 


Atypical Congenital Hemolytic Anemia in Early Infan. 


by B. JONSSON and R. ZETTERSTROM 


From the Pediatric Clinic, Karolinska Sjukhuset, Stockholm, 


The use of newly developed laboratory tests has resulted in a more accurate ¢|:\-<ifi- 
cation of hemolytic anemias. There are two quite different types of hemolytic dis ase; 
one is supposed to be due to an intracorpuscular defect as in hereditary spherocy | \sis, 
the other to extrinsic factors like abnormal globulins or toxic substances acting o1 the 
erythrocytes as in most cases of acquired hemolytic disorders, Although clinical ond 
laboratory investigation usually makes it possible to differentiate between the two 


forms of hemolytic anemia, atypical cases may be found which do not fulfil th 
teria required for diagnosis of one of these two conditions. For relevant references cf, 
MOLLISON and GASSER. 

In this communication two cases of hemolytic anemia manifesting themselycos in 
early infancy will be reported. Some of the clinical features were those of a conge:'tal 
spherocytosis but there were no indications of inheritance. Transfused normal colls 
had a shortened life span but there were no signs of isoimmunization; the Coombs’ 
test was negative. 

Case Reports 

Case 1.—H. T., aged 6 weeks, was admitted to the Pediatric Clinie, Karolinska 
Sjukhuset, on June 6. 1952. 

He was the second child of healthy parents. There are no known hemolytie disco ters 
in the family. Birth weight 3,800 g. The baby appeared quite normal in the per: tal 
period. There was no jaundice. He was breast-fed but gained weight somewhat s!\ ly. 
When reviewed at a children’s welfare centre at the age of 6 weeks a severe at ‘nia 


was diagnosed and he was admitted to this hospital. 


Physical examination on admission revealed an extremely pale, slightly jaun ced 
boy. His weight was 4,000 g. There was moderate hypotonia and he was s!). itls 
dyspneic. No signs of infectious disease could be detected. A soft systolie murmi is 
heard over the heart. The spleen was slightly enlarged and could be felt 1.5 em WwW 
the costal margin. The liver was not enlarged. There were no other abnorma. ies 

Laboratory investigations: On admission the hemoglobin level was 4.7 g per I. rl: 
the red cells 1.5 mill. per emm, The percentage of reticulocytes was 12.1 and ther re 
11,000 nucleated red cells per cemm. There were 17,100 white cells, of which 35.9 
per cent were leucocytes, 6 per cent of the white cells were eosinophils. The plas (cts 

ni 


numbered 375,000 per emm, In the blood smear there was extreme spherocyto 
polyvchromasia. Although many micro-spherocytes were found, the mean 1 
diameter calculated according to Price-Jones’ method was as high as 7.3 micra ‘ 
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sift- 
sis, 
the 
nd 
Wo 
: 
si Fig, |. Case 1. Photomicrograph of a peripheral blood film. There is much variation in the 5 
red-cell size, shape and staining. Small contracted corpuscles are conspicuous. is 
in 
tal 
tls the presence of many macrocytes, cf. Fig. 1. Red cell fragility tests showed that he- 
re) mndlysis began at 0.60 per cent saline concentration and was complete at 0.28 per cent. 
The serum bilirubin value was 2.34 mg per 100 ml. 5.3 per cent of the hemoglobin had 
the same resistance to alkali as foetal hemoglobin (determined with the method of 
SINGER, CHERNOFF and SINGER). Bone marrow biopsy revealed an erythroid hyper- 
plasia with a myelopoiesis : erythropoiesis quotient of 3:2. The erythropoiesis was 
ska normoblastic but showed degenerative changes. On admission skeletal roentgeno- 
grains failed to reveal any abnormalities. 
lors 
ital Serological and blood group examinations of the mother and the infant’: The blood : 
Iv. type of the infant was A, Rh( +) and the direct and indirect Coombs’ test were neg- 
nla tive. The mother’s blood type was 0 Rh( +) and her serum contained no irregular 
agg! tinins; the indirect Coombs’ test was negative. Thus there were no indications 
ed that ‘(he hemolytic disease of the infant was caused by a Rh incompatibility. Because 
tly ofa A-O incompatibility an A-O immunization could not be excluded on the first 
as time of observation since the Coombs’ test is often negative in such cases (CRAWFORD, peo 
Ww Cor and However the persistence of the hemolytic process excluded 
eS. this vossibilitv. Complete typing at a later date revealed the mother to be type Rh Rh 
mi; and ie infant Rh rh. The serum of the patient contained no antibodies which caused 
re agg! ‘ination of the red cells of donors of similar group at 37 C when suspended either i 
8.5 in} per cent bovine albumin or saline. The patient’s serum caused no agglutination 
ts oth. own washed and resuspended cells. 
nd 
ell * he serological examination was performed at the State Rh-laboratory, Stockholm. We 
to are i lebted to Dr. B. Broman for performing these tests, 
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Fig. 2. Hematological data in Case 1 during his stay in the hospital. Note the short ef of 


the blood transfusions, After every transfusion there is an immediate drop in the reticu 
values, 


Family study: Hematologic study of the mother revealed quite normal valves: 
the number of reticulocytes was within normal limits. Osmotic fragility began at (44 


per cent saline and was complete at 0.25 per cent. In the blood smear no sphere 


were seen. The spleen was not enlarged. The father and a sister of the patient also were 
normal clinically and hematologically, osmotic fragility being normal. 
TABLE 1 
Case 1. Some of the principal hematological data 
Osmotic fragility °, NaCl 
Date diameter fragility 
Fresh Incubated hemolysis me 
microg 
blood blood Fresh blood 100 5 
1952 | 
9 » 
0.60 
4.25 
*/10 6.66 25 
1955 
207 6.0 0.78 
0.82 2.9 
1954 
5.6 0.82 30 
ed 


1 With the method used the normal value for this age is about 4 per cent. We are ini 


to Dr. 8S. SsOLIN for the determination of mechanical fragility. 
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Case 1 at the age of almost two years. Note the characteristic face. In the teeth there 
are numerous enamel defects. 


catment and progress: The boy was hospitalized for six months (until he was 7 
hs and a half), and has been reviewed in the out-patient department until the 
i almost two years. During his stay in the hospital he was treated with repeated 
! transfusions, the effect of the transfusions being, however, only temporary. 
» shows the blood values during his time in the hospital. The figure clearly demon- 
s the short effect of the blood transfusions. The number of reticulocytes was 
high in periods between the transfusions; following a blood transfusion, however, 
was rapid fall in the reticulocyte count. Because of the doubtful effect of the 


! transfusions this treatment was stopped, the last transfusion being given when 


is 6 months old. For a month (when he was between 4 and 5 months old) the 
was treated with ACTH without any effect on the hemolytic process. 

» patient has been observed for a year and a half. The hemoglobin concentration 
iried between 5.5 and 7.0 g per 100 ml and the reticulocytes between 3 and 15 
‘nt. The serum bilirubin value has varied between 2.3 and 2.9 mg per 100 ml. 
the breakdown of hemoglobin has been so rapid that the excretory capacity of 
cr was exceeded. Table 1 shows some of the principal hematological data found 
follow-up of the case. When admitted to the hospital the spleen was only slightly 
ed or of normal size. After the age of one year, however, the spleen has pro- 
vely increased in size. 

‘patient was last seen on March 2, 1954, when he was almost 2 years old. At that 
‘he hemoglobin was 7.2 g per 100 ml. As is shown in Fig. 3 the skull and the face 
it the type often seen in severe congenital anemias. In the teeth there were large 
of enamel hypoplasia. The spleen was palpable 4 em below the costal margin. 
radiographs showed thickened frontal bones, vertical striations in the anterior 
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toentgenogram of the skull. The changes are typical of a severe hem 


anemia. 


Fig. 4. Case 1, 


parietal region and spongy osteoporosis in the middle parietal areas, the findings 
being the same as those found by CArFEY in Mediterranean anemia. A radiogra} 
the skull is reproduced as Fig. 4. 

The morphologic red-cell investigation during the course of the disease rev: 
some interesting findings. On admission the mean red-cell diameter was normal di 
the occurrence of many microspherocytes. Subsequently there was, however, 
crease of the mean diameter due to the disappearance of the macrocytes preset 
admission. In all examinations there was much variation in red-cell size, shap¢ 
: staining. On the last examination small contracted corpuscles were conspic 
e some cells were extremely irregular, some almost triangular in shape. There we: 

ways many Howell-Jolly bodies. The transfused cells showed marked tary: 
change. Fig. 5 shows a photomicrograph of a peripheral blood film when the pa 
Was last seen. 

Survival time studies with the Ashby technique was performed according t 
modification described by Moxiisox. This method has been used in the labor 
also in other examinations. To get reliable results it is important to use a potent 
3 serum and to count a great number of red cells. About 4.000 cells have been cou 
x Anti-A serum has been used in other cases with good results but in this case the | 

count was high (32,900 cells per cmm). A very large number of cells were trans! 
(1.2 mill. unagglutinated cells per emm after the transfusion). The high blank co: 
therefore of less importance. Fig. 6 demonstrates the rate of elimination of norma 
cells transfused to the patient. The mean survival time was about 45 days an: 
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Fig. 5. Case 1, A photomicrograph of a peripheral blood film when the patient was last seen. 
ne Some cells are extremely irregular and in some the shape is almost triangular. There were 


many Howell-Jolly bodies. 
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Fig. 7. Case 2. Peripheral blood film, Note the variation in red-cell size. 


slope was curvilinear, It was not possible to perform survival time studies ©! 


patient’s own red cells because it was not advisable to bleed this anemic baby. 
Summary of case 1; A severe hemolytic anemia was diagnosed in a male infa: 
the age of six weeks. No hematologic abnormalities could be detected in either « 
parents or in the sibling. No auto-agglutinines were present in the serum of the pi 
and no incomplete antibodies could be demonstrated by use of the antihuman glo 
serum of Coombs. The osmotic fragility without previous incubation was incre 
Transfused red cells had a shortened lite span; the mean survival time was 45 « 
During the course of the disease the hemolytic process persisted and was of abou 
same intensity when the patient was last reviewed at an age of almost two years 
was in early infancy. In the blood smear there was extreme spherocytosis an: 
mean red cell diameter was low. The osmotic as well as the mechanical fragilits 


greatly increased, 


Case 2.—L.-G. K. A boy, aged 5 weeks, was admitted to the Pediatric Clinic, | 
linska Sjukhuset, on Sept. 15, 1952. 

He was second child of healthy parents. Birth weight 3,610 g. Apart from moc 
jaundice appearing on the second day of life the child appeared quite normal | 
perinatal period. The jaundice remained for a fortnight but was never of su 
intensity that a hemolytic or other disease was suspected. He was breast -fc 
gained weight quite normally. During the week before admission there was incr 
pallor and the infant was admitted to the clinic because of anemia. 

Physical examination on admission revealed a pale but otherwise normally devé 


quite lively infant. His weight was 3,900 g. There were no signs of upper respi 
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s. Case 2. Survival of transfused normal cells. The mean survival time was 35 days and 
the slope was curvilinear. 


infection. No murmurs were heard over the heart. The liver and spleen were not 


ved, 


whoratory investigations: On admission the hemoglobin level was 6.7 g per 100 ml 
{the red cells 1.9 mill. per emm. The reticulocyte value was 14.3 per cent, and there 


230 nucleated red cells per emm. There were 7,600 white cells per cram; differen- 
ount of the white cells showed no abnormalities. There were 385,000 thrombo- 
per cmm. In the blood smear most of the red cells were spherocytes and there 
nuch variation in size. Microspherocytes as well as macrocytes were found. The 
ved-cell diameter was 7.6 micra. There was extreme polychromasia. Fig. 7 is a 
micrograph of a peripheral blood film. Osmotic fragility, estimated without 
us incubation, was normal (hemolysis starting in 0.44 per cent saline). The 

bilirubin level was 1.4 mg per 100 ml. Smear from bone marrow puncture 
d marked erythroid hyperplasia. 


logical and blood group examination of the mother and the infant: The clinical 
es were such that hemolytic disease of the newborn was suspected. However, 
igation excluded such an etiology of the disease. The blood type of the infant 
Rh( +) and the direet and the indireet Coombs’ tests were negative. The moth- 
ood type was A, Rh(— ), her serum contained no irregular agglutins, the indirect 
bs’ test was negative. 

ly study: Both of the parents and a two year old sister were investigated. The 
nation revealed no abnormalities indicative of hemolytic disease. There was no 
ia, the blood smear contained no spherocytes, osmotic fragility was normal and 
ticuloeyte count was within normal limits. The serum bilirubin level was normal, 


iere was no enlargement of the spleen. 
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Course of the disease: One week after admission the infant was given a large | 
fusion of a concentrated blood-cell suspension. Following this transfusion the | 
globin level rose to 15.8 g per 100 ml. The survival of the transfused normal rec 
was studied with the Ashby technique. Anti-M powdered globulin (Lederle) was 
The blank count was low (6,800 cells per emm). Fig. 8 shows the result. The 
survival time was 35 days and the slope of elimination was curvilinear. Aft: 
transfusion there was a slow decrease of the blood values. Two months after the 1 
fusion the hemoglobin level was 11.4 g per 100 ml, thus, however, still being norn 
high reticulocyte value indicated, however, that there was excess hemolysis. 

One and a half years later a new examination was performed. The child ha 
veloped normally and according to the mother there had been no symptoms. Li 


tory findings were normal: hemoglobin 13.8 g per 100 ml, red cell count 4.0 mill, 


cmm, reticulocytes 1.7 per cent. Osmotic fragility was normal. 

Summary of the case history: A hemolytic syndrome was diagnosed in a male j 
when he was 5 weeks old. A negative Coombs’ test and the blood types of the 1: 
and his mother disclosed no known type of hemolytic anemia of the newborn. | 
smear investigation revealed spherocytosis. There was no indication that the di 
was inherited. The life span of normal transfused red cells was definitely short: 
Following a large transfusion the hemoglobin level was normal during the two mx 
when the infant was under observation. However, high reticulocyte values 
evidence that the hemolytic disease persisted during this time. When examined 


one and a half years the hemolytic process had ceased, 


Discussion 


These two eases with fully developed hemolytic syndromes demonstrate 1 
atypical features. It is possible to exclude toxins of infectious disease as the cau 
the hemolysis. 

There are two types of idiopathic hemolytic anemias, those with intracorpus 
defect and those due to some extrinsic factor. Anemias which belong to the 
group are Mediterranean anemia, sickle-cell anemia, and hereditary micro-s})! 
eytosis. The two first types do not occur in Sweden. Hemolytic anemias due t: 
trinisic factors are usually acquired and Coombs’ test is positive. 

The blood picture is not very important for the classification of these diff: 
types of hemolytic anemias. Case 1 developed a typical micro-spherocytosis 
increased osmotic and mechanical fragility, but in Case 2 only a few micro-sphero: 
were found and the osmotic fragility was normal. Some cases of hereditary 
spherocytie hemolytic anemias have been described (BRUTON, CRosBy and Motu! 
Hovtiipay; KAPLAN and ZUELZER). On the other hand micro-spherocytes have 
demonstrated also in hemolytic anemias due to extrinsic factors (DAMESHEK 
SCHWARTZ). 

There are some findings in these two cases which seem to exclude a typical hered 
micro-spherocytosis. (1) The disease is genetically dominant (CAMPBELL and War 
GripwaLL; Race); the parents showed, however, no signs of hemolytic anemi 
Normal blood cells transfused to the patients had shortened survival time, a 
nomenon not seen in congenital spherocytosis (DActE and Mo.utson). The slo} 
elimination was curvilinear. This is a sign of random destruction, independent ©! 
age of the individual red cells. In anemias due to an intracorpuscular defect th: 
vival time of transfused normal cells is not shortened, but red cells from these pat 
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sho » a rapid rate of elimination when transfused to normal subjects. It was not con- 
sid ed advisable to bleed these small anemic patients, and therefore the latter part 
of {ve examination was not carried out. 

“ome cases of congenital micro-spherocytosis have been described in children of 
hea thy parents. YounG, Izzo and PLATZER have reported three such cases and re- 
ferr-d to another four in the literature. DActE, MoLLIson, RicHaRpsSON and SELWYN 
ha, also reported four similar cases, but two did not show micro-spherocytosis. 
Survival time studies were performed only in one of these cases. Normal red cells 
transfused to this patient had a shortened survival time. This was considered to be 
duc to immunization from repeated transfusions. These hemolytic anemias in indi- 
viduals of healthy parents might be due to mutation. 

(ur findings that the survival time of normal cells transfused to the patients was 
shortened is in favour of the existence of some extrinsic factor. But the degree of 
destruction of the red cells was not very marked. The mean survival time in Case 1 
was 45 days, and in Case 2, 35 days. In adults anemia does not develop until the sur- 
vival time is reduced below 20 days (CRosBy); in infants, however, anemia develops 
earlier. In Case 2 the anemia can be explained by the rate of destruction shown in the 
survival time study, but this is not so evident in Case 1. In this case an intracorpuscular 
factor may also be present. 

A negative Coombs’ test usually excludes immunization. In cases of A-iso-immuni- 
zation the Coombs’ test often is negative (CRAWFORD, CUTBUSH and MOLLISON), 
In Case 1 there was a possibility of such an immunization. The subsequent progress 
of the disease, however, seems to exclude hemolytic anemia of the newborn. MOLLISON 
has described a case of non-hereditary hemolytic anemia with negative Coombs’ test 
and shortened survival time of normal transfused red cells, but the patient was an 
adult and the symptoms started after pregnancy. In one case there was a congenital 
anemia and the symptoms started so early that the preliminary diagnosis was hemo- 
lvtir disease of the newborn. In Case 2 the further development was similar to this 
disease but the laboratory findings excluded a known type of iso-immunization. 

I: has not been possible to classify these cases (cf. YOUNG and MrLiEr). They are 
convenital anemias partly due to an extrinsic factor. In Case 1 it is probable that 
thers is also an intracorpuscular defect. Splenectomy is indicated in Case 1, but the 


parcuts have refused operation, 


Summary 


vo cases of atypical congenital hemolytic anemia manifest in early infancy have 


bee deseribed, The children have been followed up until the age of almost two years. 
In | oth cases no hematological abnormalities could be found in the parents. Trans- 
tus’ | normal cells had a shortened life span when measured according to the Ashby 


tec] oique and the Coombs’ test was negative. 


An vie hémolytique atypique dans la premiére enfance. 


s auteurs décrivent deux cas d’anémie hémolytique congénitale atypique dans 


la} emiére enfance. Les enfants ont été suivis jusque presque deux ans. On ne trou- 
val’ dans les deux cas aucune anomalie hématologique chez les parents. Le test de 
Co ibs était négatif; la mesure par la technique d’Ashby, de la durée de survie d’hé- 


Ina’ +s normales transfusées, montrait une nette diminution, 
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Atypische kongenitale hamolytische Andmie in friiher Kindheit. 


Zwei Fille von atypischer, kongenitaler, himolytischer Aniimie werden bes: 
ben. Die Kinder wurden bis zum Alter von fast 2 Jahren beobachtet. Bei den I 
wurden keine hiimatologischen Abnormitiiten gefunden. Transfundierte no: 
Zellen hatten, mit der Ashby-Technik gemessen, eine verkiirzte Lebensdauer un 


Coombs’ Test was negativ. 


Anemia hemolitica congénita atipica en la primera infancia. 


Dos casos de anemia hemolitica congénita atipica en la primera infancia har 
deseriptos. Los ninos han sido seguidos hasta la edad de 2 aos. En ambos casos } 
encontraron cambios hematologicos en los padres. Las celulas normales transfun: 
tienen una corta vida cuando se mide de acuerdo a la técnica de Ashby y el t¢ 


Coombs fué negativo. 
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Galactosemia 
by CATO LODDING 


i om the University Pediatrie Clinie of the Rikshospitalet (Head: Professor LEIF SALOMONSEN, M.D.), 
Oslo, Norway. 


hidueed galactose tolerance is a common finding in various hepatic lesions, and 
prev ously the galactose tolerance test was performed routinely in the investigations 
of the liver function. 

I: galactosemia the capacity of galactose combustion of the organism is reduced 
from birth, and, simultaneously, clinical signs of hepatic lesion occur already in the 
first month of life in the form of jaundice and progressive enlargement of the liver. 

It has been discussed whether galactosemia might be a secondary symptom in the 
various congenital liver diseases, or whether the disease—as generally assumed—is 
caused by an isolated congenital enzyme deficiency in the liver (3). In order to elucidate 
this problem more completely comparative galactose tolerance tests have been carried 
out in one patient suffering from galactosemia (Case 1) and in three patients with 
liver damage of different kinds (Cases 2, 3, and 4). 

Cuse 1, — G. WK. K., a ten month old female infant, born January 3, 1953, was ad- 
mitted into the University Pediatrie Clinic of Rikshospitalet on November 4, 1953 
inderv the diagnosis of hepatosplenomegaly. She was an only child. The family was 
healthy with no known case of similar disease. Parents were related, second cousins. 
Pregnaney and birth: Normal conditions. Weight at birth: 3,400 g. Breast-fed for 
three weeks. The patient developed jaundice during the first week of life and was 
vellow for two months. Ever since birth poor appetite, poor increase in weight and 
retarded longitudinal growth. From the age of three weeks recurring inflammation 
of the middle ear, During local hospitalization at the age of six months, enlargement 

f the liver and spleen was demonstrated, as well as proteinuria. The inflammation 
ft the middle ear constantly flared up again, and she had lengthy febrile periods 
despite energetic treatment with antibiotics. In connection with the inerease in 
lemperature minor spasms were observed in the limbs. 

On admission into the Pediatrie Clinic, a ten month old female infant was seen, 
somewhat thin and with poor turgor. Weight 5,150 g, length 63 cm. Temperature 
M1. The eolour of the skin was grevish pale. There was total perforation of the 
left © or drum and acute inflammation of the middle ear on the right side. Prominent 
super icial veins were seen in the epigastrium. The liver was enlarged with the lower 
ary i palpable at the level of the umbilicus. The splenic pole was palpated 1-2 
tinge breadths below the left costal arch. 

H« noglobin 75 per cent, red blood cells 3.74 million per emm. Index: 1. Reticulo- 
ytes 7 per mille. Serum iron 82 gamma per cent. Thrombocytes 116,000 per cmm. 
Diff ntial count: 52 per cent polymorphonuclear neutrophils, 48 per cent lympho- 
tytes White blood cells 9,600 per emm. Sedimentation rate 3 mm. Sternal puncture: 
Norn i] smear. Serum colour 7. Prothrombin 57 per cent. Total serum proteins 6.75 g 
pero at (albumin 4.86 g per cent, globulin 1.89 g per cent). Takata-Ara test negative. 
Thy: 51 0.07 FE. Serum calcium 6 mg per cent. Fasting blood sugar 125 mg per cent. 
Glace tolerance test showed normal blood-sugar curve. Luetice seroreactions negative. 
Tub: culin test negative. Blood urea 21 mg per cent. Urine: Benedict test positive. 
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Fig. 


Quantitative sugar determination 
Paper chromatography showed increased content in the urine of the amino 


mille albumin. Microscopy: No pathological constituents. Cystine reaction ne 
valine, alanine, serine, citrulline and faint traces of tyrosine, tryptophane, } 


alanine, leucine and arginine, 
Radiographic examinations: Marked skeletal osteoporosis; otherwise normal fi) 
0 


Ophthalmological examination: Corneae clear. The foetal nucleus of the ery- 
lens was cloudy and obseure bilaterally, Also some obscurities near the } 
capsule of the Jens, Identification of the nature of the sugar in the urine: ‘| 


test weakly positive, Fermentation test: Urine contained 2 per cent sugar both 
and after fermentation, Preparation of osazones in the urine gave typical ga 
pathological blood 


osazones. Oral galactose tolerance test showed strongly 


Fig 
Total blood sugar, 
estimated as glucose 
. 
q Glucose 
‘ 
: 
Galactose 
/ 
1 Zz 3 4 5 6 7 Hours 
I. Galactose tolerance curve from a patient with galactosemia (orally 1.75 g gal tose 
per kg of body weight after the patient had been on a milk-free diet for two wer 
2 per cent. Heller’s test positive. Esbach: | _ pet 
Is: 


curve as a sign of major intolerance to galactose (Fig. 1). 
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Fig. 2. Galactose tolerance curve from a two month old patient with atresia of the bile ducts. 
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damage (sepsis 7). 


XLIll 


Galactose tolerance curve from a five month old patient with distinct signs of liver 


is, the diagnosis of galactosemia was established, and the patient was placed 
\k-free diet. The general condition improved rather rapidly, the appetite in- 
d, and inerease in weight took place. Sugar and albumin disappeared from the 
in the first few weeks. The size of the liver became distinctly reduced, and the 
c enlargement disappeared in the course of 4-5 months. The cataract improved 
five months. The osteoporosis persisted in marked degree, as shown by radio- 


the lapse of three months, in spite of medication with 
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Fig. 4. Galactose tolerance curve from a 53 year old patient with severe liver di 


Ca 


duct. 


(malignant Ivmphogranulomatosis 7). 


se 2, —S.K., a two month old female infant suffering from atresia of the b 
Prothrombin 66 per cent. Bilirubin 9.6 mg per cent. Takata-Ara test neg: 


Thymol 0.02 EF. Total serum proteins 6.3 g per cent. Oral galactose tolerance « 


Norn 


Ca 


mal (Fig. 2). 


se 3. —T.R., a five month old male infant with signs of sepsis. Incr 


temperature, icterus, with pulmonary infiltration and hepatic enlargement. 
thrombin 5 per cent. Bilirubin 6.5 mg per cent. Takata-Ara test one plus. TI 


i. Total serum proteins 6.11 g per cent (albumin 3.15 g per cent — gli 


2.96 g per cent). Oral galactose tolerance curve: Approximately normal (Fig. 3 


Ca 
grant 
thror 
0.50 


se 4. — J.R.U., a 54 year old male child suffering from malignant ly) 
Uomatosis as probable diagnosis. Icterus and major hepatic enlargement. 
nbin 6 per cent. Bilirubin 9.25 mg per cent. Takata-Ara test two plus. T! 
Kk. Total serum proteins 6.75 g per cent (albumin 3.90 g per cent — gli 
g per cent). Oral galactose tolerance curve: Distinctly pathological (Fig. 
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Discussion 


ue to the early onset of persistent jaundice and the hepatic enlargement found 
in; ilactosemia, the possibility has been considered of the primary causation of the 
dis' ise being a stenosis in the bile ducts. which might lead to secondary damage of 
the iver cells and reduced galactose tolerance (3). Pathologic-anatomical investigations 
ha, demonstrated that in early stages of galactosemia considerable fatty infiltration 
is fund in the liver, and frequently a profusion of bile thrombi in the biliary ducts 
2; 35 4,5): 

(ase 2 shows that the galactose tolerance has not been reduced in the patient who 
had a marked stenosis of the biliary ducts (verified by laparotomy). 

{nn the patients referred to in Cases 3 and 4 hepatic damage has been found in in- 
creasing degree, clinically as well as from the point of view of the liver function tests. 
It is observed that the galactose tolerance had not become reduced until usual liver 
function tests showed distinct signs of liver damage. 

The following facts, therefore, seem to favour the theory of galactosemia being an 
independent primary disease in causal relation to enzyme deficiency in the liver.— 

(1) The onset of the disease is in the first weeks of life, without any other demon- 
strable causation of the hepatic lesion than hypergalactosemia. 

(2) Usual liver function tests are most frequently normal during the disease, as 
opposed to the greatly reduced capacity of galactose combustion. 

(3) The galactose tolerance in patients with hepatic lesions of various etiology 
docs not appear to become reduced until other liver function tests show distinct signs 


ot hepatic damage. 


Summary 


Comparative galactose tolerance tests have been carried out in one patient suffering 
from) galactosemia and in three patients suffering from hepatic lesions of varying 
etiology. The findings indicate that galactosemia is an independent primary disease, 
in causal relation to isolated enzyme deficiency in the liver. 


Galictosémie 

Des tests comparatifs de tolérance au galactose ont été étudiés chez un malade 
souifrant de galactosémie et trois autres présentant des affections hépatiques variées. 
Les résultats montrent que la galactosémie est une affection primitive, indépendante, 


lite la déficience isolée enzyme hépatique. 


Gal: ktosdmie 

rgleichende Galaktose-Toleranz-Teste wurden bei einem Patienten mit Galakto- 
sine und 83 Patienten mit Leberschiiden verschiedener Atiologie ausgefiihrt. Die 
te. iItate zeigen, dass es sich bei der Galaktosiimie um eine unabhiingige, primiire 
Erk ankung handelt, die in einem ursiichlichen Zusammenhang mit einem isolierten 
En, -mmangel der Leber steht. 


Gal ctosemia 

! ieron Ilevados a cabo tests comparativos de tolerancia a la galactosa en un 
pac nte que padecia de galactosemia y en tres pacientes afectados de lesiones hepé- 
ties de variada etiologia. Los resultados indican que la galactosemia es una enfer- 
me id primaria, en relacion causal con sola deficiencia de una enzima en el higado. 
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Idiopathic Hypoparathyroidism 
by L. STROM and J. WINBERG 


From the Pediatrie Clinie of Karolinska Sjukhuset, Stockholm. 
Head: Professor A, Wallgren 


Idiopathic hypoparathyroidism is a rare disease. It usually appears in childhood 


may occur at any age. The very designation reveals our present lack of knowled: 
the etiology. It has attracted particular attention because of the fact that posto; 
tive hypoparathyroidism, in connection with the advancement in thyroid sur: 


has become more common and delineated as a group of definite etiology. Bro: 
speaking, the symptomatology is the same in both forms of the disease. 

A great many authors, and among them recently STEINBERG and WALDRO 
1952, have critically examined the data in the literature. They have failed to 
more than some 50 published cases of the disease. During the past few years, 
figure has, however, grown considerably. In order to prevent an erroneous classi 
tion of cases of chronic tetany resulting from steatorrhea, of chronic renal ins 
ciency, or of osteomalacia as hypoparathyroidism, strict criteria must be applic 
the diagnosis. According to DRAKE and others, the absolute criteria of a correct ( 
nosis are as follows: 

(1) A low serum ealcium concentration. (2) An elevated serum phosphate cor 
tration. (3) The absence of signs of renal insufficiency. (4) A normal roentgeno: 
of the skeleton. (5) Chronic tetany. To these 5 absolute criteria should be ad 
(6) The Ellsworth-Howard test should be positive. 

An inerease in the phosphate clearance has been supposed to constitute one 0! 
primary effects of parathyroid hormone (PTH), an assumption which, howeve1 
lately been doubted (STEWART and BOWEN). Nevertheless, it cannot be denied th 
eases of hypoparathyroidism the phosphate clearance grows enormously afte 
jections of PTH (ALBRIGHT 1942), while in pseudohypoparathyroidism the phos} 
¢learance remains completely unaffected. This is the most reliable point of d 
ence between these two diseases. Moreover, the pseudoform is connected wit! 
tain typical constitutional anomalies. It is not uncommon to find in papers pub! 
before 1942, when Albright’s first report of the disease appeared, cases thoug 
have been idiopathic hypoparathyroidism, when, in reality many may have 


vut 
of 


: ps 
152, a 
: ca 
m 
sp 
¥: pa 
m 
pa 
CoO 
lon 
ve 
t ic ) 
: no 
chi 
ine 
agi 
ily 19. 
tor 
In an 
id ar 
1s eal 
ae scr 
ste 
to 
ud abc 
ura 
3 Was 
m fc 
d: sur 
me; 
16 tion 
| as Wa: 
n 
Phi 
e 
iy his 
d Har 
0 spa 
n wit 
i 


le 


IDIOPATHIC HYPOPARATHYROIDISM 


pss dohypoparathyroidism, Examples of this are given in Lachmanns thesis 1941. 
Fu: her, cataracts, enamel hypoplasias, ectodermal dysplasias of various types, and 
a } cdisposition to monilial infections are typical, though not specific, changes in 
vathie hypoparathyroidism. The diagnosis is easily established in cases with 
car opedal spasm or other obvious symptoms of tetany. The diagnosis becomes 
mo difficult in cases that fail to manifest any distinct tetanic symptoms but rather 
sho. mental symptoms, such as irritability, unreasonableness and fatigue or general 
spa-tic attacks with or without signs of increased intracranial pressure or localized 
parsthesias. Often there is a certain awkwardness or stiffness predominating. The 
mot common diagnostic error is probably epilepsy. There are patients with idio- 


pathic hypoparathyroidism who have been treated for years as epileptics with anti- 
convulsives. 

At the Pediatrie Clinie of Karolinska Sjukhuset we had the opportunity to fol- 
low a case of chronic idiopathic hypoparathyroidism which very clearly shows how 
difficult the diagnosis can be before the typical serum changes have been ascertained. 


Case History 


six-year-old male, who is the only child of healthy parents. From an age of two 
years the boy showed signs of facial edema as well as slight albuminuria in connec- 
tion with upper respiratory infections; otherwise, no signs of renal disease. He had 
normal mental and physical development. In October, 1951, at the age of 5 years, 
changes of mood occurred in the form of weariness, irritability, loss of appetite and 
inadequate sleep. In November his sense of balance was impaired. He fumbled and 
again and again dropped things out of his hands. In December, 1951, and January, 
1952, two nocturnal attacks of loss of Consciousness with tonic and clonic spasms 
took place. After the second attack, a marked hyperemia was noted in the eyegrounds 
and indistinetly delimited papillae, possibly with some protrusion. When examined 
a month later, after being hospitalized, he disclosed striking mental changes. He had 
earlicr been a well-behaved boy, easy to manage. Now, he had become bad-tempered, 
screaming, and was irritable and unreasonable. He always fumbled and had an un- 
stealy gait. The muscular reflexes were brisk. Otherwise no definite neurological 
symptoms were found. Repeat examination of the eyes disclosed hemorrhages in and 
abot the papilla, a pronounced stasis and a 3 D protrusion. The cranial roentgeno- 
gra: revealed separation of the sutures. An intracranial, rapidly growing tumor 
was considered likely. Bilateral arteriography through the carotid artery was per- 
form od, with negative result. Fer this reason, the patient was transferred to a neuro- 
sur, cal department. There encephalography was negative. In connection with a 
mes urement of the blood pressure the patient showed a positive Trousseau reac- 
tion followed later by a general spastic attack. Tetany being suspected, the patient 
Was ‘hen transferred to the Pediatric Clinic. 


Phi ‘cal examination on admission 

! ysically, a normally developed boy. Height and weight within normal limits for 
his ze. Slight catarrhal symptoms and fever. Facial edema; pale, dry skin; hair 
cove: but otherwise no epithelial changes. Apathetic and definitely negativistic. 
Har repeated attacks of two different types, i.e., partly general tonic and clonic 
spa as together with loss of consciousness, and partly typical carpopedal spasms 
wit) retained consciousness. Manifest trismus. Positive Trousseau, markedly positive 
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Diagram of serum calcium and phosphate concentration during treatment 


in D and different Ca P ratio of the food. Note albuminuria an: 


administered per 24 hours. 


Chvostees sign. The patient now had a papillary protrusion of about 2 D bilat« 


but otherwise no changes in the eyegrounds. No clouding of the lens. Electroca 


graphy disclosed a somewhat prolonged Q-T (0.36). Electroencephalography 


pathologic with a pronounced dysrhythmia, many slow wawes with some pre: 


inance of the left occipital region and some suspiciously rapid potential variat 


After an intravenous injection of 10 ce of 10 per cent calcium gluconate, no cl 


in the electroencephalogram occurred, X-ray of the whole skeleton normal. No | 


cranial calcifications, no soft tissue calcifications, Blood pressure normal. 


Laboratory findings 


Blood. 


Hemoglobin and red cell count normal. Serum caleium 4.1 mg per | 


(2.2 mg per 100 ml dialyzable and 1.9 “protein-bound’’), serum phosphate level 10 


per 100 ml. Alkaline phosphatase activity 6.4 units per 100 ml (Busch and B 
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No: nal value before puberty below 16. The values of caleium and phosphate during 
tree ment are given in Fig. 1. NPN 29 mg per 100 ml, cholesterol 173. No sign of 
dist rbed electrolyte or acid-base regulation was revealed by serum analyses. Serum 
pro cin 7.2 g per 100 ml. Wassermann reaction negative. 

( rebrospinal fluid. — Sub-occipital tap: clear colourless fluid, initial pressure 335 
mn H,O, protein 19 mg per 100 ml, no cells, caleium 4.2 mg per 100 ml (normal 
41-01 per cent of serum values, mean value for children 6.9 mg per 100 ec). One and 
one half month after admission the pressure had regressed to 180 mm of H,O, calcium 
was within normal limits (6.0), and phosphate concentration was 2.2 mg per 100 ce 
(novinal range 1-2 mg per 100 ce). 

! rine. — Traces of albumin and positive Sulkowitch test (see Fig. 1). No reducing 
substances, no ketone bodies. Microscopically no cells, no casts. Renal function: Urine 
volume below 1,000 ml per day. Concentration and dilution normal. Intravenous 
urography normal. Inulin clearance 130 and PAH clearance 495, after the symptoms 
had been brought under control. 

I’vsorption, — No abnormal amounts of fat in the stools. 

Special investigations. — Exeretion of 17-ketosteroids 1.5-1.6 mg per 24 hours. 
Ellsworth-Howard test (see Table 1): A greatly increased urinary phosphate excretion 


after the injection of parathyroid hormone excludes pseudohypoparathyroidism., 


TABLE 1. 


Time Urine in ml/hour Urinary phosphorus mg/hour 
10-11 a.m. 44 88 
11-12 a.m. 44 19 
12 Intramuscular inj. of 50 units of Parathormone Lilly 
12-1 p.m. 25 28 
1-2 p.m. 32 82 
2-3 p.m. 48 84 


rapy and progress 


the preliminary stages, the patient was treated with AT 10, and then with 


nin D in accordance with MeLEAN’s recommendations. Once the symptoms had 


brought under control, the vitamin D dose was usually kept between 50,000 and 
00 1.U. per 24 hours. The calecium-phosphorus quotient of the diet was, to 
. with, kept at about 1. During this period the phosphate concentration of the 
1 was about 10 mg per 100 ml or more. Only after increasing the quotient con- 
ibly by the administration of calcium lactate and a restriction of the milk and 
onsumption, the serum phosphate value had adjusted itself to about 6-8 mg 
00 ml. On one occasion, the patient had a rapidly transient hypercalcemia with 
iria. Renal function, however, quickly returned to normal when the administra- 
# vitamin D had been temporarily discontinued. On a later occasion, a con- 
ible hypocalcemia appeared with tetanic symptoms. At that time he had had 
tamin D for four months. The patient lives in a district which is not easily ac- 
le, and for this reason the blood values could be controlled at long intervals 
In this connection, the Sulkowitch test proved to be of some value. Still, a 
hypercalcemia of up to 12.4 mg per 100 ml produced only slight precipitation. 
fore, the parents were recommended to try to keep the test practically free 
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from any precipitate. The temper of the patient served as an extremely sen 
indicator of any downward change in the serum calcium. As soon as the conc 
tion had fallen some tenths of a mg per 100 ml below 9, the patient became irri 
negative and unreasonable. These changes in temper have, in fact, been the 
characteristic feature of the syndrome in this patient, once the violent sympto 
the outset of the disease had rapidly faded away. Simultaneously with the norm 
tion of the serum calcium level the eveground changes practically disappeared 
electroencephalogram was normalized, though not completely, and the pressi: 
the cerebrospinal fluid fell to below 150 mm H,0O. 

The patient who in the beginning appeared very slow afterwards showed a 1: 
mental development. The albuminuria that had been observed ever since the ps 
first consulted a doctor vanished entirely once the concentration of calcium i: 
serum had risen up to 9 mg per 100 ml. It was therefore probably associated wit! 
hypocaleomia. It is further noteworthy that the Sulkowitch test revealed a m: 
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precipitation during the first weeks when the patient had a hypocalcemia, beco: ing 


negative when the calcium in the serum turned normal, and only occasionally he- 


coming positive subsequently. Unfortunately, the calcium excretion could bi 
termined only when the test had turned negative. Then it remained betwee: 
and 80 mg per 24 hours. 

The patient was admitted again to the Clinic nine months after his first disch: 


He was then considerably changed. His previous pallor and pastiness had gor: 


together. His skin was soft and elastic, his hair glossy. According to his parents. 
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mental changes were even more striking. The petulance and weariness had vani-tied 


completely and the boy showed an activity and endurance greater than befor 


Discussion 


To judge from the eriteria stated above, the diagnosis in the present case has ! 
reliably established. 

It does not seem improbable that the disease had begun at the age of two 4 
and had then taken a latent course for more than three years. The relapsing : 
minuria and facial edema in connection with infections that time can be more ec: 
explained as a complication of parathyroid insufficiency rather than from a ch: 
nephritis. This opinion is confirmed by the subsequent course of the disease. D: 
an observation time of two years, the symptoms of the patient were clearly si 
to have been accentuated with infections. A correlation has also been proved to 
between the hypocalcemia and the albuminuria and mild attacks of facial ed 
Further, at a later check-up, taking place one year after the introduction of adeq 
therapy, the parents stated that, all in all, the boy had never been so health, 
cheerful as during the past vear. 

Proceeding from the aforementioned criteria, STEINBERG and WALDRON hay 
previously stated, scrutinized the cases reported in the literature, finding 52 de: 
cases. Thus, the disease has been diagnosed on extraordinarily rare occasions. 
reason is probably, not only that the disease is rare but also that it is difficu 
identify. Among the cases in the literature (about 50), not less than 7 definite 
originate from LACHMANN in Denmark, who reviewed reports of tetany from 
mark during a period of 15 years. This suggests that with more adequate diag: 
many more cases may be detected. 

The difficulty in diagnosis is illustrated by one of the cases reported by S 
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gE G and Watpron. In that instance the patient had had symptoms for 31 years 
be ore an adequate diagnosis was made. The predominating feature of the syndrome 
ha been spasms in localized groups of muscles after exertion. Three similar cases 
ha © been published by Mowsray et al. STEINBERG and WALDRON point to epilepsy 
as he erroneous diagnosis that had occurred most frequently. There are several in- 
staices of cases that for years had been treated as epileptics. WIJNBLADH, among 
others, has pointed out the extent to which the diagnosis must be kept in mind in 
order not to overlook a parathyroprival tetany at the onset of the disease. The same 
applies to the idiopathic form which in its symptomatology, does not essentially 
differ from the postoperative type. 

(wo of WisjNBLADH’s patients show that hypoparathyroidism, at any rate its 
postoperative form, may well proceed without any symptoms for long periods, mani- 
festing itself only in connection with various forms of stress. One of these patients 
disclosed symptoms only on the days before menstruation but was able to divert 
the attack with vitamin D. Another woman manifested a cataract and a lowered 
serum calcium level three years after operation without having had any symptoms 
of manifest tetany or other difficulties causing her to consult a physician. 

Cases of papillary edema have been reported both in the postoperative (LEvy) 
as well as in the idiopathic form—in the latter in 7 cases. In 3 cases (BARR; MORTELL) 
the cerebrospinal fluid pressure was elevated as in our case. No intracranial tumor, 
however, was ascertained. When the disease had been brought under control, the 
cerebrospinal fluid pressure fell to normal levels. The papillary edema disappeared 
in all but one case. 

Corra and Oporitz 1948 were the first to point out the electroencephalografie 
signs of disturbed cerebral activity. The predominant mental disturbances in hypo- 
parathyroidism have been known for some time. In our case a depression of the 
serum ealcium level at once manifest itself in the behaviour of the patient and on 
some occasions also in an increased papillary protrusion. 

The genesis of the increased intracranial pressure is completely obscure. In the 
present case the caleium concentration in the cerebrospinal fluid proved to be some- 
whet low during the acute stage, but increased simultaneously with the serum cal- 
cium concentration, The phosphate concentration of the cerebrospinal fluid was not 
det-rmined until the cerebral symptoms were under control and then was found 
to be consistently at the upper limit of normal. In Barr’s case the phosphate 
as cll as the caleitum concentration in the cerebrospinal fluid remained within nor- 
ma’ limits without being affected by the dramatic serum changes. Thus no key to 
the origin of the rise in intracranial pressure is given by cerebrospinal fluid con- 
cen ration of these ions. However, in view of the fact that hypocalcemia is accom- 
par od by papillary changes and facial edema, it might be suspected that the high 
int) cranial pressure and the mental disturbances, so closely related to the degree 
of vpocalecemia, might have cerebral edema as its organic basis. This view is sup- 
por od by the autopsy finding of cerebral edema in a case of tetany, which, how- 
ev. had not been definitely established as a case of hypoparathyroidism according 
to vodern criteria for diagnosis (ALBRECHT). 

the light of our present case, as well as of others referred to in this connection, 
its -ms very doubtful that acute infections and other forms of stress would cause the 
dis se. Whenever an infection has played a part, it has probably been no more than 
a} -eipitating factor of the manifest tetanic symptoms in an already established 
pa’ ‘hyroid insufficiency. 


4 
ive 
ra- 
le, 
st 
at = 
za- 
ihe 
of 
nal 
nt 
the 
the & 
ed 
ing 
\ 
he. 
le- 

40) 
ge, 
al- 

ihe 
ied 

en 
u's 

i 
ily 
ie 
ng 
4 
ist 
ia. 

te 

is 
te 

to 
es 

i? 


DSO L. STROM AND J. WINBERG 


Our case, like many others, emphasizes the extreme watchfulness and assiduity 
are required in order not to overlook hypoparathyroidism. The disease is 1: 
diagnosed. The explanation may be not only that the disease is rare but. als: 
some extent, that the disease may occasionally be impossible to identify. 


Summary 
A case of idiopathic hypoparathyroidism with elevated intracranial pressure 


epileptiform attacks is deseribed. It concerns the case of a boy, six years old, 
diagnostically answers to the criteria stipulated by Drake and others. The sympi 


of the disease were brought under satisfactory control, and the pressure of the « 


brospinal fluid was normalized by large doses of vitamin D. By means of adeq 
therapy, the patient was free from symptoms for more than one year. One ot 
most striking features of the symptomatology of the present case were the cha: 
in behavior, They were clearly correlated with the hypocalcemia. The cerebral sy 


toms are thought to be caused by cerebral edema. 


Hypoparathyroidie idiopathique 

Les auteurs décrivent un cas @hypoparathyroidie idiopathique avec augmentat 
de Ja pression intra-cranienne et des crises épileptiformes. I] s’agit d'un gargor 
6 ans dont le diagnostic fut appuyé sur les critéres énoncés par DRAKE et collah 
teurs. Les symptOmes de la maladie répondirent favorablement aux exploration: 
controle, I] fut possible de rendre normale la pression du LCR grace a de gro 
doses de vitamine D. A l'aide dun traitement adéquat le malade fut blanchit «i: 


symptomes pathologiques pendant plus dune année. L’un des points les plus saillin 


de la symptomatologie dans le cas présent ¢tait le changement du comporten: 
Celui-ci était étroitement lié au taux dhypocalcémie. 


Idiopathischer Hypoparathyreoidismus. 


Ks wird ein Fall von idiopathischem Hypoparathyreoidismus mit erhéhtem in! 


eraniellem Druck und epileptiformen Anfillen beschrieben. Es handelt sich um c: 
6-jahrigen Knaben, der in diagnostischer Hinsicht den von DRAKE und anderen au 
stellten Kriterien entspricht. Die Krankheitssymptome wurden unter zufriedenstellc 
Kontrolle gebracht. Der Liquordruck wurde durch hohe D-Vitamin-Dosen nor 
lisiert. Durch eine angemessene Behandlung war der Patient tuber ein Jahr frei 

Symptomen. Eines der am meisten hervortretenden Symptome in diesem Fall we 
Veriinderungen im Betragen, Sie standen im engen Zusammenhang mit der H) 


caleimie. 


Hipoparatiroidismo idiopatico 

Se describe un caso de hipoparatiroidismo idiopatico con elevada tension i: 
craneal v ataques epileptiformes. Es la historia de un nino de 6 afios que desde el p 
de vista diagnoéstico corresponde al criterio sustentado por DRAKE y otros. Los sint: 
de la enfermedad fueron seguidos bajo control satisfactorio. La presion del liq 
ceéfalorraquideo fué normalizda mediante fuertes dosis de vit. D. Por medio de 
adecuada terapéutica se mantuvo libre de sintomas por mas de un ano, Uno d 
hechos mas Hamativos de la sintomatologia del caso presente fueron los cambios + 


conducta en intima relacion con la hipocalcemia. 
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From the Pediatric Clinic, Karolinska Sjukhuset, Stockholm 


Cerebrospinal Fluid Bilirubin in the Neonatal Period 


With Special Reference to the Development of Kernicte: 
Preliminary Report 


by R. STEMPFEL and R. ZETTERSTROM 


It has become increasingly obvious that hemolytic disease of the newh vn 


is not the sole cause of Kernicterus. The clinical features and patho-anato vic 


changes typical of the lesion have been observed in other conditions ass:ci- 
ated with marked hyperbilirubinemia, i.e., physiologic jaundice in 
premature and full-term infants (1, 3, 4. 11), and “congenital famiiial 
non-hemolytic jaundice with Kernicterus” (5). 

The pathogenesis of Kernicterus is less clearly understood. Numer: iis 
theories have been advanced and were most recently summarized by 
BLACK-SCHAFFER, KAMBE, FuruTA and MALONEY (1954). Since Kernicterus 
is non-specific and is associated with conditions in which there is an accum |: |a- 
tion of bilirubin, there are strong indications that Kernicterus may be | hie 
result of the toxic action of bilirubin itself. Because Kernicterus is confi) od 
to the neonatal period of the newborn, and because the heights of indirct- 
reacting bilirubin seen in the neonatal period are rarely seen later in 
it is further postulated that indirect bilirubin may be the toxic agent invol\ d. 

It has been known for some time that bilirubin is found in the cere! 0- 
spinal fluid of the normal newborn (9), and it was observed by ScuM« <b 
(1910) that the ventricular fluid is intensely yellow in hemolytic disc +e 
of the newborn complicated by Kernicterus. However, no quantita’ ¢ 
studies of the spinal fluid bilirubin in jaundiced newborns have appea 
in the literature. To test the validity of the above hypothesis it is felt + \t 
such information would be necessary, and it is for that reason that — ¢ 
: present study was undertaken. 


Methods 
Two groups of jaundiced infants are being studied; in one group, infants shoy ig 


evidence of isoimmunization, and in the other, infants who show no evidenc ‘1 
isoimmunization and who appear to have “physiologic jaundice’. Quantitative « 
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mi ations of the cerebrospinal fluid bilirubin and the serum bilirubin are performed 
on he 2nd and 4th days of life, in addition to the cord-blood bilirubin when isoimmuni- 
zai on is suspected at birth. Infants with severe jaundice from either group are studied 
ov more extended periods. 

‘he quantitative determinations of serum and spinal fluid bilirubin are made 
according to the method of MALLOY and EvELyNn (1937), as modified by Duccr and 
Woarson (1945), using the Beckman Model B Spectrophotometer. Grossly bloody 
spial fluid is abandoned and no subsequent lumbar punctures are performed in 
sucli cases. When possible, duplicate determinations are made, but attempts to use 
larver quantities of spinal fluid so as to increase the accuracy of the test often neces- 
sitate single determinations. 


Results 


‘The results in 5 typical cases are shown in Table 1. Though the spinal 
fluid reactions are predominantly indirect and, generally, vary directly 
with the degree of bilirubinemia, there are apparently significant individual 
variations. This may be a reflection of individual variations in permeability 
of the blood-brain barrier. In Case 4, the presence of severe hemolysis in 
the absence of jaundice is interpreted as a manifestation of adequate hepatic 
function. In contradistinection, Table 2 illustrates the findings in an infant 
with severe hemolytic disease in whom high direct serum and cerebrospinal 
fluid values were noted from the second day of life. This is the only shift 
to direct-reacting spinal fluid bilirubin that has thus far been observed. 
The child was noted to be slightly lethargic between the second and third 
days, but has since improved, following the second exchange transfusion. 
No other neurological symptoms have developed. The high direct values 
see) in this case are thought to be consistent with those seen in the so- 
called “inspissated bile syndrome” (7). 


Discussion 


esults of these preliminary studies indicate that the cerebrospinal fluid 
bili:ubin in erythroblastosis and physiologic jaundice, at least during the 
firs four to six days of life, is predominantly the indirect-reacting variety, 
wh -h in instances of marked hyperbilirubinemia may be extremely elevated. 
Th se findings, if observed consistently, would seem to lend further support 
to! .e theory of indirect bilirubin toxicity, and correlate well with the observa- 
tio) that Kernicterus may occur in severe physiologic jaundice as well as in 
her olytie disease of the newborn. Such a conclusion would carry with it 
the apeutie implications. 

)BERTS (1928) noted a consistent qualitative van den Bergh reaction 
in’ \e spinal fluid of normal newborns. Such has not been the case in the 
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584 R. STEMPFEL AND R. ZETTERSTROM 
TABLE 1 
Serum and cerebrospinal fluid bilirubin levels (mg per 100 ml) in int. ts 
with varying degrees of jaundice. 
Serum CSF | 
Direct Indirect| Total | Direct |Indirect] ‘4 
1. Isoimmunized infant with Cord 0.68 5.14 5.82 
severe jaundice | Exchange Transfusion 
2 0.34 | 22.70 | 23.04] 0.17 | 0.22 | 029 | 
2 Exchange Transfusion | 
3 0.68 | 19.74 | 20,42 | 
4 1.02 20.02 | 21.04 90.11 0.31 
2, Tsoimmunized infant with 2 0.24 9.72 9.96 0.00 0.07 0.07 | 
moderate jaundice 0.56 18.64 19.20 0.04 0.21 0 H 
3. Tsoimmunized infant with Cord 0.22 2.40 2:62 
slight jaundice 2 0.52 8.82} 9.34] 0.02 | 0.05 | 
4 0.51 4.70 5.21 0.04 0.12 0 
4, Isoimmunizedinfant without] Cord 0.73 3.57 4.30 
jaundice, but with severe 1 Exchange Transfusion 
anemia I 0.56 3.13 3.69 
0.65 6:22 6.87 0.02 0.08 
4 0.38 1.67 2.05 0.01 0.05 ().! | 
5. Non-isoimmunized infant 2 0.60 16.94 17.54 0.04 0.18 0 
with marked physiologic 4 O51 17.18 17.69 OT 0.32 iD 
jaundice (Mongolism) 6 0.90 14.67 15:57 0.12 0.23 () 
0.61 6.23} 6.84] 0.07 | 017 | | 


TABLE 


Serum and cerebrospinal fluid bilirubin levels (mg per 100 ml) in a1 
erythroblastotic infant with (7) “inspissated bile syndrome”. 


Case 6 


Serum CSF | 
Day 
, Direct | Indirect | Total Direct | Indirect Tota 
Cord ica | 51 | 8.63 | | 
l Exchange Transfusion 
68 8.54 } 
2 4.40 15.26 19.66 0.43 0.86 20 | 
3 18.06 11.48 29.54 | 
4 23.54 11.84 35.38 0.69 0.37 1.0 
4 Exchange Transfusion 
4 10.48 7.68 18.16 
27.24 4.38 31.62 O87 0.34 
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ac lt. AMATUZIO, WEBER and Nessirt (1953) conducted quantitative studies 
of the spinal fluid bilirubin in 21 jaundiced adults, most of whom had 
cre liver disease (cirrhosis and hepatic coma). The bilirubin, when elevated 
in he spinal fluid, was invariably of the direct type, and the serum bilirubin 
in nost of these cases showed correspondingly high direct values, in contrast 
to ‘he high indirect component observed in our cases (with the exception 
of Case 6, where, interestingly. high levels of direct serum bilirubin were 


present). 

‘he extremely high indirect-reacting bilirubin levels seen in the neonatal 
period are unique. In spite of this, the observation that spinal fluid bilirubin 
in physiologic jaundice may reach the levels seen in erythroblastosis would 
indicate that blood-brain barrier permeability is a characteristic of the 
neonatal period itself, and not of erythroblastosis alone. Individual varia- 
tions in permeability to bilirubin appear to be wide and will demand further 
study. 


Summary 


A brief preliminary report of studies concerning the level of cerebrospinal fluid 
bilirubin in the jaundiced newborn is presented. Results of determinations in 6 of the 
cases studied are reported. In these cases bilirubin was present in the spinal fluid 
within the first four days of life and was noted to be predominantly indirect-reacting 
in type, with the exception of one case in which high direct serum and spinal fluid 
values were present in association with questionable “inspissated bile syndrome’’. 
Cerebrospinal fluid levels, in general, varied directly with the serum bilirubin, though 
with obvious individual variations. 

further and more extensive studies of this kind are in progress. 


La \ilirubine dans le liquide cérébrospinal chez le nouveau-né ictérique. 


Qn présente un premier rapport abrégé sur étude du taux de la bilirubine dans le 
liquede eérébrospinal chez le nouveau-né ictérique. On donne les résultats des déter- 
miations faites chez six des cas étudiés. Dans ces cas on a trouvé la présence de la 
bili abine dans le liquide cérébrospinal pendant les quatre premiers jours de la vie. 
La vilirubine était principalement du type a réaction indirecte dans le liquide eéré- 
bro oinal & Pexeeption d’un cas ott on trouvait un taux élevé a réaction directe dans 
les rum en association avec un «syndrome de bile épaissie » possible. Les taux dans 
juide cérébrospinal changeaient généralement directement avec ceux de la bili- 
rab ie dans le sérum; il y eut cependant des variations individuelles. Cette question 
est. ctuellement Pobjet d’études plus approfondies. 


ubingehalt der Cerebrospinalfliissigkeit bet icterischen Neugeborenen. 

kh arzer, vorlaufiger Bericht tiber Untersuchungen betr. den Bilirubingehalt der 
Ver orospinalfliissigkeit bei icterischen Neugeborenen, Es werden die Resultate von 6 
Un vsuchten Fallen mitgeteilt. Bei diesen Kindern fand Verf. Bilirubin in der Cere- 
bro jinalfliissigkeit innerhalb der ersten 4 Lebenstage, dabei handelte es sich vor- 
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wiegend um indirekt reagierendes Bilirubin, mit Ausnahme eines Falles, bei welc 
hohe, direkte Bilirubinwerte im Serum und in der Cerebrospinaltliissigkeit gefu: 
wurden, bei gleichzeitigem fraglichem ,,inspissated bile syndrome”. Der Liquo; 
rubinspiegel verhielt sich im allgemeinen proportional zum Serumbilirubinspi 
jedoch mit betriichtlichen individuellen Schwankungen. Weitere Untersuchung 


diesem Thema sind im Gange. 


Nivel de bilirrubina en el liquido cerebroespinal del recién nacido ictérico. 


Se presenta una breve comunicacion de estudios concernientes al nivel de bilirru 
en el liquido cerebroespinal del recién nacido ictérico. Se exponen los resultado 


determinaciones hechas en 6 casos estudiados. En estos casos la bilirrubina es: 


presente en el liquido cerebroespinal en los primeros cuatro dias de vida y se cons 
que se trataba predominantemente del tipo de reaccion indirecta, con excepcion 


caso donde se encontré un nivel elevado del tipo de reaccién directa en el suero | 
el liquido espinal en asociacién con un probable «sindrome de bilis espesada» | 
spissated bile syndrome»). Los niveles en el liquido cerebroespinal varian en gen 


con Ja bilirrubina del suero, aunque con indudables variaciones individuales. 


extensos estudios al respecto se estan realizando. 
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PROGRESS IN PEDIATRICS 


Postmature Infants 


by PER SELANDER 


Frow the Obstetric Clinie (Chief: Professor SUNE GENELL) and the Pediatric Clinic (Chiej; PER SELANDER, M, D.) 
of Malmé General Hospital. 


Postmaturity is the condition in which the fetus remains in utero for an 
abnormal length of time. Whereas, prematurity, from a pediatric-statistic 
point of view, is a well-defined concept which is determined by a definite 
weight, postmaturity has a temporal connotation which, for several reasons, 
cannot be definitely limited. It has been shown that only about 25 per cent 
of all pregnancies end within the week in which delivery has been calculated 
to occur. About 10 per cent are more than 2 weeks overdue, and about 5 per 
cent, more than 3 weeks (HOTELLING and HoTELLING 1932, RaATHBUN 1943, 
HOSEMANN 1948, KORTENOEVER 1948, LINDELL 1954, CLIFFORD 1954, and 
others). Some authors fix the limit for pathologic postmaturity at 7 days, 
others at 10, and others at 14 days, after the normal 281-282 days. 

Postmaturity is a condition to which. heretofore, little importance has 
been attached among pediatricians, despite the fact that in such a pregnancy 
it is undoubtedly the child that is the more concerned of the persons in- 
volved. Obstetricians agree that the perinatal infant mortality increases 
with postmaturity. The mortality curve in postmaturity is the reverse 
imege of that in prematurity. From different investigations (HOSEMANN 
191s, LinpeLn 1954 and others) it can be calculated that the prospects of 
su ival of an infant 4 weeks postmature are approximately the same as for 
a ciild with a birth-weight of 2,300 g. The highest mortality is among 
firs -born, especially those of older prim-paras, who, moreover, seem to be 
the most predisposed to postmaturity (MARTIUS 1950, CLIFFORD et al. 1951, 
Lis pbELL 1954). On the other hand, there is not complete agreement as to 
wh ther this mortality can be decreased by prophylactic measures. The 
mo | careful investigations indicate, however, that the initiation of delivery 
at he calculated time can diminish the perinatal infant mortality. An in- 
ves igation has recently been reported from England (RACKER et al. 1953) 
in» hich the pregnancy was consistently interrupted on the calculated day 
of livery. If the improved figures thus obtaine:! should apply to Sweden, 
we would have a yearly gain of 450-500 living children. When it is re- 
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cognised that about half of these infants succumb to cerebral hemor 
and asphyxia, it may be assumed that these diseases aiso occur wit! 
creased frequency among surviving postmature children. By deliver 
the normal time a great many of these conditions, with all their disa! 
sequelae, should be avoidable. 

In the older literature, postmaturity was often equated with a | 
child. Occasionally studies of postmaturity are still seen in which the 
cept is defined not only as a temporal relationship but one in which a: 
creased weight and length of the infant are also required, e.g., about 4,' 
4,500 g or more and 54-56 cm or more (KORTENOEVER 1948, BOE 1! 
There is, of course, a certain correlation between the duration of the }) 
nancy and the weight and length of the child (RATHBUN 1943 and oth 
but a postmature infant must not be confused with a large child. Only al» 
half of the postmature children are overweight and the majority of li: 
babies are not postmature. Certain observations indicate that some fet! 


after term stop gaining or even lose in weight (RATHBUN 1943 and others 
This has been explained as being due to the fact that the placenta functi» 
optimally until the fetus is fully developed, but after this time regres»; 
changes take place, such as desiccation, calcification and fatty degencia- 
tion. The blood flow through the uterus also decreases as the pregniaiicy 


advances. All this diminishes the absorption of nutrients and oxygen by 
fetus. The postmature infant may therefore, presumably, be  star\ 
Such an infant has been shown to exhibit definite anoxia; the arterial ox) 
saturation falling from about 25 per cent at full term to about 3 per < 
3-4 weeks later (WALKER and TURNBULL 1953). The fetus can die 1: 


this in utero, and is more liable to injury during delivery. Moreover, deliv 


has been shown to be more prolonged in postmaturity. frequently | 
complicated (RATHBUN 1943, TAYLOR et al. 1952), and the risks of 
child being injured or dying are increased. If stillborn, these fetuses 
strikingly macerated (RUNGE 1952). 

The question arises as to whether viable postmature children diffe 
any way from other children. In some statistics boys predominate am 
the postmature children (KOLONJA and SCHREINER 1951). A Scotch 
stetrician, BALLANTYNE, described as early as 1902 some character 
symptoms of postmature infants. The picture appears to have been © 
pletely overlooked until the Heidelberg obstetrician. RUNGE, desci 
the svndrome again in 1939. in considerably more detail. RUNGE rep 
that these children are characterized at birth by a lack of vernix cas« 
the skin is brownish. dry, macerated and the superficial epithelial lay 
often worn off, especially on the palms of the hands and the soles of the | 
The scrotum and labia majorae are inflamed. The child can be so drie: 
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Beh Birth frequency in relation 
1330 children examined for the to calculated date. 
‘a frequency of “Ballantyne- 
0 Runge’s syndrome” in relation Slight 
i to birth on calculated date. syndrome”. 
Moderate “'Ballantyne- 
Runge’s syndrome’. 
25 Severe ‘Ballantyne-Runge’s 
24.0 syndrome”. 
20.1 
20 + 19.3 
16.2 
15 + 
| 12.0 
10 4 
7.0 
62 
st 43 
2.4 2.3 
0 
Less than —22 —13 —4 + § More than 
—5 +13 22 days 
Fig. 1. 
that he appears atrophied. MANNHERZ (1949), from the same clinic, and 
later WALKER and TURNBULL (1953) have shown that postmature infants 
at birth have a higher number of red blood cells and a higher content of 
he: oglobin than other children, indicating that they have been exposed 
to atra-uterine anoxia or dehydration, or both. 
he Dutch obstetrician, KORTENOEVER (1948), although she included 
hig) birth weight and length as criteria of postmaturity, found skin changes 
sin lar to those described by BALLANTYNE and RUNGE in 23 per cent of 
pos'mature babies. KoLongjA and SCHREINER (1950), who fixed the limit 
for postmaturity at 10 days, reported that only 10 per cent of postmature 
int nts had this Ballantyne-Runge’s syndrome. 
was not until 1944 that the problem of postmaturity seems to have 
arc ised interest among pediatricians. The American, CLIFFORD, gave a 
lee ure that year on children who had yellowish vernix caseosa, skin. nails 
an’ umbilical cord at birth. Among these cases he found postmaturity in 


er cent, although he did not define postmaturity. 
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As a consequence of these observations the Englishmen, TayLor e 
(1952), carried out an investigation to determine the different caus: 
this symptom (i.e., the yellowish vernix caseosa, etc.). They found 
among the yellow-colored children there was postmaturity of more ( 
10 days in 61 per cent, whereas the same symptom occurred in a co: 
group in only 24 per cent. 

CLirroRD has continued his studies, and in January 1954 he again | 
lished observations on postmaturity. On this occasion he confirmed 
occurrence of the symptoms described by RuNGE, but he does not state 
large a percentage was encountered in postmaturity. 


At the Obstetric Clinic in Malm6é I have examined with particular « vr 


1.330 infants with regard to postmaturity. I have seldom had the op; 
tunity of seeing the babies immediately after delivery, and for this res 
I cannot say how often they have had yellowish vernix caseosa. 

Of the 1,330 children, 160 (or 12.0 per cent) displayed a picture agre: 
with the syndrome. It is quite natural that all stages from a normal 
pearence to a pedatrophic-like condition were represented and there: 


it has been necessary to classify them as slight, moderate or severe © se 


(Fig. 1). 
Of the 1,330 children, 34.2 per cent were overdue by more than 4 «: 


10.8 per cent by more than 13 days; and 2.3 per cent by more than 22 diy; 
Since pregnancies have often been interrupted in postmaturity, thes 
figures do not give any information as to the frequency of very much }) 


longed pregnancy. 
Of those more than 4 days overdue, 20.3 per cent had the syndr 
whereas of those less than 4 days, the figure was 3.2 per cent. 


Of the 160 newborns with the syndrome, 58.8 per cent were overdue | 


more than 4 days. If only the 37 with manifest symptoms are include: 
is found that 73 per cent of them were overdue by more than 4 days. 
There is thus a relationship between the syndrome described by BAL. 
TYNE and RunGe and postmaturity. It appears, therefore, as though 
fetuses are injured or degenerate in postmaturity. The fact that it is 
possible to demonstrate signs of such a degeneration in more than al 
one-fifth of the infants born more than 5 days after the calculated « 
can be due to the difficulties in determining the duration of the pregna 
many pregnancies, which we consider as being prolonged, have actu 
ended within the normal time. However. this can hardly be the entire 
planation: the possibilities of determining the duration of a pregnanc\ 
not quite so uncertain. Because of this uncertainty, it is impossible to 
whether these degenerative symptoms are specific for postmature inf 
It is probable that they are not. It can be well assumed that there are 
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in vidual variations in placental function so that the same difficulties of 
fet | nutrition in postmaturity may also arise prior to full term. For this 
reason the term employed by CiirrorpD (1954) for this syndrome, placental 
dy./unction, is certainly a more correct conception of what is involved. 
Juiging from past experience, postmaturity is the most common cause of 
the occurrence of this dysfunction. 

‘he prognosis for postmature children is good, as soon as they have passed 
through the neonatal period. I have been able to follow the majority of these 
chiidren and their development has followed a normal course. 


Summary 


Of 1,330 infants specially examined at the Obstetric Clinic in Malmé, 12.0 per cent 
exhibited dry, macerated, wrinkled skin, particularly on the palms of the hands and 
the soles of the feet, brown pigmentation of the nails and umbilical cord, pronounced 
erythema of the external genitals, and dehydration. Of the children who were born 
more than 4 days after the calculated date, 20.3 per cent displayed the syndrome, 
while of those who were born earlier than 4 days before the calculated date, 3.2 per cent 
showed these symptoms. Of the 160 infants with the syndrome, 58.8 per cent were 
postmature by more than 4 days. Of those with pronounced symptoms, 73.0 per cent 
were postmature by more than 4 days. The prognosis for these children after the 
perinatal period was good. 
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SUMMARY OF SUPPLEMENTS 


‘‘In honour of Arvid Wallgren”’ 
by BO VAHLQUIST et al. 


Acta Pediatrica 43, 1954, Suppl. 100 


This supplement is an anniversary volume dedicated to Arvid Wally en 
on his 65th birthday. Fifty papers by pediatricians from 17 count :ies 
form the larger part of this volume of more than 600 pages. Among ‘he 
authors a great number of leading names are found. The dedicatio: is 
signed by Henry F. Helmholz. 

The book is divided in three sections. Part I contains reviews pertinent 
to major lines in Wallgren’s scientific work. The contributions to Part II 
are written by present members of Wallgren’s staff at the Caroline Hospi al. 
Part III. comprising the largest section of the volume, contains papers by 
authors all over the world. 

The list of contributions runs as follows: 


Part I 


Gi. DanustrOM: BCG Vaccination in the Fight Against Tuberculosis. 
W. E. Netson: Some Considerations on the Evolution of Current Knovw- 
ledge of Tuberculosis in Infants and Children. 
Garp: The Etiology of Acute Aseptic Meningitis (Wallgren). 
A. Curistiz, R. Batson, J. SHaprro, H. D. Rimey, Jr., R. LAUGHMIL) ER 
and M. STAHLMAN: Acute Disseminated (Non-Lipid) Reticuloendot 


liosis. 
N. Infantile Hypertrophic Pyloric Stenosis.—Solved and n- 
solved Problems. 
. WALDENSTROM: The Changing Concepts of Multiple Myeloma. 
J. Strom: Medical Child Care in Sweden.—Short Review of its Developm ‘it. 
Importance and Immediate Objectives. 


Part IT 


M. Avicnon, J. Hussy and L. Discussion on Electroencep: 
graphic Observations in Subacute Progressive Encephalitis.—A R¢ 


of Two Cases. 
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‘ARLSTROM and R. ZETTERSTROM: Studies on the Uropepsinogen Excre- 
tion in Prematurely Born Infants. 

J. GYLLENSTEN and B. EK. HELLSTROM: Experimental Approach to the 
-athogenesis of Retrolental Fibroplasia.—I. Changes of the Eye In- 
duced by Exposure of Newborn Mice to Concentrated Oxygen. 

KRAEPELIEN: The Frequency of Bronchial Asthma in Swedish School 
Children. 

. LAGERCRANTZ: The Specificity of the Middlebrook- Dubos’ Hemagglutina- 
tion Reaction in Tuberculosis. 

LOFGREN, L. Str6M and G. Wipstr6m: Tuberculosis Immunity in Sarco- 
idosis Studied with the Aid of Radioactive BCG Vaccine. 


). MANNHEIMER and B. Jonsson: Heart Sounds and Murmurs in Congenital 


Pulmonary Stenosis with Normal Aortic Root. 


1. R. LAGERCRANTz and J. Linp: Antibodies to Tubercle Bacilli 


and Tuberculin Response after BCG Vaccination in Infants of Mothers 


with Tuberculosis. 


Part III 


*. Akerrin: A Characteristic Physiognomy. Resembling that Encountered 


in Cushing’s Syndrome, Observed in Newborn Infants of Diabetic 
Mothers. 


-. Amite. H. HAGELSTEEN and L. SALOMONSEN: The Indications for the 


‘xchange Transfusion in Morbus Hemolyticus Neonatorum. 

Arnwavia, J. E. Howarp, M. and JARpA: The Feeding of 
Premature Infants. 

(ATHALA: Sur les nouvelles méthodes de traitement dites par hibernation 
et déconnexion en pédiatrie. 

‘HoREMIS and M. Nestoripou: Electro-Encephalographic Findings in 
Toxicosis of Infants. 

R. F. Cotiis and A. J. MacDonaup: The Beta Streptococcal Theory 
of Rheumatic Fever in the Modern Treatment of the Condition, 

AN CREVELD: Congenital Idiopathic Hypoprothrombinemia. 

DEBRE: Le Nanisme avec oligurie et oligodipsie. 

“ANCONE: Beitrage zur Pathologie der Blutgerinnung. 

B. Frits-HANSEN and P. Folic Acid Antag- 
onists and ACTH in the Treatment of Leucemia in Children. 
“REUDENBERG and F, Router: Zur Kenntnis der Cystinosis. 
“RIDERICHSEN and J. Metcuior: Febrile Convulsions in Children, Their 


Frequency and Prognosis. 
‘RONTALI: Lack of Proteins in Child Nutrition. 
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A. GoLpBLoom and F. W. WicLeswortu: Hirschsprung’s Disease (( 
‘genital Aganglionic Megacolon).—Report of 3 Cases in Infancy As; 
ated with Acute Colitis. 

F. Gomez, R. R. Garvan, J. Cravioro and 8. Frenk: Malnutrition 
K washiorkor. 

(, GYLLENSWARD: The Incidence of Involuntary Marital Childlessness. 

J. H. pe Haas: Geographical Pediatrics. 

N. HaLtuMAN and A. Yupp6: Mental and Physical Disturbances in Chil 

tecovered from Infantile Interstitial Plasma Cell Pneumonia. 

P. Co. D. Cook, D. O’Brien, R. B. Coerry and C. A. Su 
Studies of Respiratory Physiology in the Newborn Infant.—II. Obse; 
tions during and after Respiratory Distress. 

W. Ketter: Uber eine akute Enteritis des Siuglings mit gleichzeiti 
encephalitischen Erscheinungen (Encephaloenteritis acuta). 

H. and TH. SANTELMANN: Fortschritte in der Behand): 
der tuberkulésen Meningitis. 

M. Letone, R. Josepu, A. Rosster and G. Davin: L’ Hibernation artifici 
en pédiatrie. 

R. Lignrwoop and J. P. M. Tizarp: Recovery from Acute Infantile \. 
Lipoid Reticuloendotheliosis (/Letterer-Siwe Disease). 

R. McInrosu: Cystic Fibrosis of the Pancreas in Patients Over Ten Y« 
of Age. 

I. McQuarrie, R. A. Utstrom and M. R. ZreGLer: Random Notes Conc 
ing the Etiological Mechanisms and Treatment of Spontaneous Hy | 
glycemia, 

A. Moncrigerr and R. H. WILkINson: Sucrosuria with Mental Defect 
Hiatus Hernia. 

J.C. Pererson and R, LAavGHMILLER: Acrodynia.—Treatment with Adi 
lytic Drugs. 

R.V. PLatrovu, J. H. Rowrer and E. ALLEN: Care of the Premature Infan 
A Résumé of a Study on Social Organization and Function of Nur 
Services in a Premature Infant Center. 

C.-E. and O, Forsanper: Vitamin D and Phosphorylatio: 
Thiamin. 

pe RuppeER: Um das Waterhouse-Syndrom. 

T. T. PeLTroNeN: Granulocytopenie nach Mononucleosis infec' 
bei einem 4 jahrigen Jungen. 

C. C. DE Sittva: Ascariasis in the Tropics. 

S. Srwe: Considerations on the Development of Dystrophia Infantum 

A. Sunpau and A. Kass: Morbus Hemolyticus Neonatorum.—A Su 
of Morbus Hemolyticus Neonatorum. Indications for Treatment 
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the Results of the Treatment of 139 Consecutive Cases at the Children’s 
Clinic in Bergen (Norway). 
( bE Tont: La Croissance de la taille chez les enfants atteints par le diabete 
sucré.—Le Nanisme insulaire ou syndrome de Nobécourt. 
and I, NyLtanper: Cyclic Vomiting with Recurring EEG 
changes and Unusually Severe Course.— A Report of Two Cases. 
SToKEs Jr: Viral Hepatitis as Related to Pediatrics. 


in all the volume gives a good picture of pediatric trends and develop- 
ments in recent time.—The price of the volume is Sw. Cr. 45. Subscribers 
to Acta Peediatrica are entitled to receive the volume without any extra 
charge. 


| 
i 
id 
n 
a- 
en 
ing 
| 
elle 
on- 
rs 
m- 
nd : 
0- 
if 
sa 
V 
id 


Acta Piediatrica 43: 596 —601. Nov. 1954 


PROCEEDINGS OF PEDIATRIC SOCIETIES 


Section of Pediatrics and School Hygiene of the Swedish 
Medical Society 


Meeting, Sept. 9, 1954 


M. Ambrozie (Belgrad): On the “Sitzhéhenquadrat” of von Pirquet. 

The square of the height of the child in a sitting position corresponds (accord: 
to von Pirquet) to the absorption surface of the small intestine. 

A. regrets that Pirquet in his Nem-system included the “Sitzhéhenquadrat™ a 


measure of the nutritional needs of children. This has diminished the use of t! 


method of calorie measure. In countries with a high infant mortality there are mi: 
retarded and underdeveloped) children in whom the physician cannot rely wy 


the appetite for the amount of food intake and must use a numerical measure ba- 


upon the corporal size of the child. The “Sitzhéhenquadrat” is, in such cases, mi 


better to use than the energy quotient of Heubner, because the former can be us 


without regarding the nutritional state of the child. One should then base the « 
culations upon the “minimum” of Pirquet, which corresponds fairly weil with 
“Hrhaltungsbedarf”’. From this “minimum” the optimum value is clinically built 

A. sees the need for more clinical research with the possibility of using the 
hohenquadrat” in metabolism studies. It would also be of interest to determ 
whether the protein need corresponds more to the surface area rule or to the corp: 


mass. 


H. Asperger (Vienna): The role of the pediatrician in the child-psychiatrie activ 


H. Doxiades (Athens): Penicillin prophylaxis in the newborn. 

Infections during the neonatal period in infants born at maternity hospitals 
very common in Greece, This is thought to be due to constant overcrowding and 
the shortage of trained personnel. In order to try to bridge over this serious prob! 
Doxiades has studied the value of infection prophylaxis by means of an antibi: 
drug during the first few days of life. Penicillin was employed perorally in a d 
of 50,000 1... ° 6 daily for three days. Two quite Commensurable groups of ab 
350 patients each were studied. One was treated prophylactically with penici! 
the other served as a control and was studied with regard to the occurrence of in! 
tions of the eyes, skin, umbilicus and the upper respiratory tract. There was 
difference in the incidence of infections; stomatitis was. however, frequently see: 
the treated group. The explanation for unsuccessful penicillin prophylaxis is proba 
that most infections in this age are due to penicillin-resistent bacteria, above 
staphylococcus aureus. D. concludes that prophylactic penicillin treatment during 


neonatal period is contraindicated, 
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|. Dubois (Brussels); On purulent pleurisy in infants. 


Pneumonia was previously due principally to the pneumococcus and the strepto- 
« ceus. After 1940, these bacteria gradually disappeared, while the staphylococcus 
}, is increased Instead as a cause of infection. This is thought to be due to the increased 
uc of modern broad-spectrum antibiotics. In Belgium, purulent pleurisy has been 
son more and more frequently during the last few years. As a rule it has been pro- 
diced by staphylococcus because the resistance of these bacteria to penicillin and 
sulfa has gradually increased (out of 23 strains in 1954, 22 were resistant). The treat- 
ment of purulent pleurisy has again become a difficult problem and surgical inter- 
\-ntion is often necessary. Therefore one has had to try new types of antibiotic 
therapy in which a combination of different drugs has been found to be of value. 
\s an example, cases were mentioned in which penicillin + streptomycin employed 
separately were inactive, but combined had a good effect. In order to make possible 
rapid and adequate antibiotic therapy it is necessary to determine by a simple bac- 
teviologie method the resistance of the bacteria in the case studied. Such a method 


was deseribed. 


VV. Lelong (Paris): Pulmonary tuberculosis of primary miliary type in the new- 
born, due to aspiration of amniotic fluid. 


Nine cases of aspiration tuberculosis in the newborn have been reported in the 
liierature. The author has had the opportunity of studying 3 such cases. The mothers 
had had severe pulmonary tuberculosis with caseous endomethritis and died shortly 
alter delivery. The children had been healthy in the beginning. Gradually, they failed 
to gain, they became gradually dyspnoeic and cyanotic and died three to four weeks 
later. Tuberculous Jesions were found only in the Jungs. In no case could a primary 
complex be demonstrated. The pathologic changes were constituted by a miliary 
spread of small micronodules. Histologically these nodules were found to be pneumo- 
nas with necrosis, but without giant cells, though they contained numerous tubercle 
hacilli, The presence of hair, vernix, cutaneous cells, ete., in segments of the lungs 
Where micropneumonias were present, proved that aspiration of amniotic fluid had 


occured, 


A. Moncrieff (London): Sucrosuria with hiatus hernia and mental defect. 


There exist three main types of congenital malformation: 1) Anatomical, 2) Phys- 
io ogical (Inborn errors of metabolism, Garrod), and 3) Mental deficiencies. Three 
coces of a new syndrome, which exhibits all three varieties of malformations are re- 
ported. The syndrome consists of: 1) Oesophageal defect and hiatus hernia, 2) Sucro- 
sua with lactosuria and fructosuria, and 3) Mental retardation. Symptoms and 
sons. There was no familial incidence; normal births, two females and one male. 
R spiratory difficulties and vomiting. Delayed physical and mental development. 
Ek amination showed: Anaemia, blood in stools, and oesophageal obstruction just 
ove diaphragm, with constrictions below. Ocsophagoscopy displayed widen- 
n © and oseophagitis. On a normal dict the excretion of sucrose was 10—20 times 
normal. There was also an increase in the exeretion of lactose and = fructose. 
( acose excretion was normal. Several different forms of sucrosuria exist: 1) Endo- 
g .ous sucrosuria on sucrose-free diet, seen in pancreatic lesions, 2) Exogenous, with 
a normal absorption + high oral doses of sucrose; b) raised permeability of intesti- 
ns wall in gastroenteritis in infancy; ¢) the syndrome under discussion.— Six cases 
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with hiatus hernia were investigated concerning sucrosuria, but none was {i 
Thus, there seems to be no direct connection between these two components oi 
syndrome. Between sucrosuria and mental defect, on the other hand, there s 
to be some connection. When sucrose was omitted from the diet the sucrosuria 
appeared and there was possibly some improvement in the mental state of th« 


tient. 


Milton Senn (New Haven): Psychogenic constipation and megacolon. 


Neurogenic megacolon gives symptoms from the first days of life and is cai 
by an agangliotic segment of the colon. In contrast, psychogenic constipation 
pears predominantly in the preschool-age and may be caused by the conflict bet w: 
the child’s instinctive impulses at this age: play with dirt and interest in genital! 
conflict with the cultural standards of his environment, characterized by elca 
ness, orderliness and genital disinterest. This might lead to an emotional con!| 


mirrored by obsessive thoughts (fears), compulsive acts (hand washing) and bo! 


dysfunction (constipation). In some children this constipation produces a clini 


picture resembling that of the agangliotic megacolon, and termed pseudomegaco!«: 


The importance of a correct diagnosis is stressed, and a scheme demonstrating 
differences in clinical picture between the neurogenic and the psychogenic form \ 


presented. 


The treatment takes in consideration three points: 1) To divert the parents’ inter 


from the defecations of the child. 2) To clairify to the child that the defecation | 
natural function of the body and that he needs move his bowles only when he ! 
the desire and that he should react to this impulse. An adequate anticonstipat: 
diet should be given. 3) To give the child the oppurtunity to play as much as 
likes with dirty things, such as cley, dough, ete., in order to give him the cha: 
to satisfy his abnormal tendency to dirtiness, and in that way decrease the emott 


stress. 


G. de Toni (Genua): A new type of renal dwarfism: Nanismus renalis benig: 
pseudohypophysarivs (hypoplasia renalis unilateralis). 


There are many diferent types of renal dwarfism. The author gives an acc 
of a type not previously described in which one finds, harmonic dwarfism (like 
dwarfism seen in hypophyseal disorders), unilateral renal hypoplasia, renal in- 
ficiency, mental deficiency, glycosuria and aminoaciduria, and absence of } 
lesions. In its course the disease is benign and in that way differs from earlier 
seribed types of renal dwarfism. Two cases were related, the first being an 18-\ 
old girl with a developmental (physical) age of 9. By retrograde urography a 
lateral hypoplastic kidney was found. Post-operatively the girl increased her he 
6 ecm within one year. The other case was that of a 9-year-old boy, with th: 
velopment of a 5-year-old child. At operation a hypoplastic kidney was remo 
Thereafter the boy increased in height, 4 em in four months. Microscopically, the | 
neys showed, in both cases, signs of a primary interstitial nephritis of the same typ 
that seen in classical renal dwarfism, of which the author has previously give: 
account. With the absence of renal insufficiency and bone lesions the conditio: 
these two cases was first misinterpreted as hypophyseal disturbance and horn 
therapy had been given without success. The cause of the dwarfism is not kn: 
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Hi. Veeneklaas (Leiden): Consequences of modern trends in pediatrics. 


Che author believes that similar to biological methods, which now form a part of 
modern pediatrics, the recent psychological emphasis in the field will soon become 
a: important and generally accepted part of pediatrics. 

The author also gave his personal opinion of how this new basie conception 
would be of great value and importance in many instances, for example in the plan- 
niug of new hospitals for children, the collaboration between nurse and phsysician, 
the aim of research projects, the training of pediatricians, the choice of teachers, 
ete. The capacity of the outpatient department should be considerably developed 


in order to permit an increased number of patients to be treated without hospitaliza- 


Thon. 


Section of Pediatrics and School Hygiene of the Swedish 
Medical Society, Meeting at Gavle, September 25-26, 1954 


H. Jelke: Cerebral tumor. 


\ review of 10 years experience from the childrens hospital at Gévle was given. 
Ten cases were reported: 3 medulloblastoma, 3 astrocytoma, 3 glioma and 1 orange- 
sized unilateral cholesteatoma of the frontal lobe. In five cases the tumor was 
localized above and in five cases below the cerebellar tentorium. Vomiting and 
psychic changes were the most frequent symptoms. Convulsions occurred in only one 
case, Papillary edema was a constant finding in cerebellar tumors, while, on the other 
hand, it did not occur with tumors localized above the tentorium. Roentgen examina- 
tion showed widened sutures in two cases and in one case erosion of the sella turcica. 
Five cases went to operation; two did not survive the intervention, one died 7 months 
postoperatively from local relaps. Two cases of astrocytoma are still alive 3 and 4 
years after operation. 

discussion: G@, von Sydow: Report of 8 cases of cerebral tumor seen at Sundsvall 
dusing the past 7 years. Two died before operation, 2 died after operation; 3 cases 
of operated cerebellar astrocytoma are still alive, 4, 5 and 7 years after operation. The 
pacents of one case of craniopharyngioma refused operation and the tumor has now 
pr svessed. In several cases children have been admitted to the department for cerebral 


tu cors because of papillary edema without this diagnosis being confirmed by clinical 
es nination. In one group of these cases of temporary papillary edema, the edema is 
pr ably due to encephalitis because there were other neurological symptoms present. 


Ih nother group of children the papillary edema was detected by the ophtalmologist; 
th -e children were quite healthy. Three such cases were seen, who had remained 
ui oanged during 4, 2 and 1 years time. — F’. Karlstr6m: During the last 10 years 
14 -ases of cerebral tumor have been observed in the children’s department of Karl- 
st. |. The combination of cephalalgia, vomiting and psychic changes are especially 
in ortant from the diagnostic point of view. Paresis or reflex-changes occurred in 
al it 50% of the cases. Papillary edema in 9 cases. Routine roentgen examination of 
t) cranium in 10 cases showed changes in 7, and 11 cases examined encephalo- 
g! hically were patologic. Of the tumors there were 4 medulloblastoma, 4 glioma, 


2 iniopharyngioma, | teratoma, 1 ependymona, 1 pinealoma and | papilloma. 
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S.-E. Haglund: ACTH-treated case of leucemia with long remission. 

Report of a case of acute leucemia in an 8 year old boy. ACTH treatment prod) 
a complete remission that lasted for 14 months. Then a relapse occurred, that 
treated anew with ACTH for an extended period with an eventual complete remis- 
Ultimately an intracranial haemorrhage occurred, which is responsible for the 
tient’s present critical condition. 

Discussion: G. von Sydow reported a 7 year old girl. The mother was treated du 
pregnancy for recently acquired syphilis. The girl never was seropositive. She 
been treated at the department 21 times for atrophy, constipation, heart failure 
for very severe epileptiform seizures. After treatment with mesantoin in 1952 


fell ill with signs of an encephalitis with loss of conscience for alomst one mo: 


Eight months later she returned with the picture of a chronic myeloid leucen 
an improvement of the gern: 


Cortisone treatment was introduced and produced 


condition, but without change in the blood picture. After roentgen treatment of 


spleen the blood picture became quite normal and the splenomegalia disappea: 


The possible relationship of this leucemia and mesantoin treatment is discussed 
B. Vahlquist. The diagnosis of Jeucemia is more difficult in children than in adult 
the disease usually runs with leucopenia. The bone marrow is, however, typical, 
sometimes it may be difficult to differentiate an acute leucemia from a chronic leuc 
with myeloblast relaps or from metastasizing sympathicogonioma. Blood vitamin 
determinations are of diagnostic value. Vahlquist mentioned 25 cases of leuce: 
It is remarkable that aminopterin, exchange transfusions and ACTH give al 
the same remissions, although they apparently act in different ways. The the: 
must be individualized. As a rule the treatment is started with cortisone. Then p 
nethol is given; that is an antimetabolite, more active but less toxic to the b: 


marrow than aminopterine, Sometimes cortisone and antimetabolites are combi! 


H. Jelke. Wdiopathie panhemopthisis, in which myelotoxic substances are practic 


never found, always is or develops into a leucemia. There is no doubt about 


diagnosis in the case related. Before the last remission the white blood cells \ 


100°, myeloblasts and the bone marrow almost invariably contained stemcells. 


H. Jelke: Hypertonia in a 2-year old girl. 

The child, born in December, 1951, fell il with polyuria in August, 1953, Exam 
tion showed albuminuria 2%, without sediment; blood pressure 150/100 in | 
arms. The blood pressure later increased to 180/125. There were signs of h 
disease. Dilution and concentration tests of the urine and creatinin clearance 
not remarkable. Urography disclosed no excretion on the left side. At operation, a 
sided hypotrophie kidney was found, Histologically, there was hypoplasia comb 
with chronic interstitial! nephritis and fibrosis. After operation, the blood pres 
decreased to normal values. 

Discussion: B. Vahlquist treated a boy born in 1938, in whom one of the kid 
is normal and the other following severe pyelonephritis in the first years of life. 
the size of a plum. He has no hypertonia so far. L. Strom has seen many < 
with unilateral renal hypoplasia, without hypertonia, albuminuria or urinary sedin 
He believes that hypertonia is rare in these cases. —— J. Strém gives account 
boy 16 years old, with a unilateral renal hypoplasia and renal insufficiency (- 
gravity 1011-12), traces of albumin in the urine and, sometimes, hypertonia vu 
150-160, The only symptom is polydypsia; otherwise he is well and attends si 


regularly. Should this case be operated? 
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\.. Bellman: Osteogenesis imperfecta 


Report of a girl 2 years of age, physically well developed, but not able to walk or 
to stand because of skeletal deformities. This child had had several infections, including 
p\clitis, twice, that had been treated with antibiotics. Microcardiograms were demon- 
strated. The prognosis usually is bad and most children die during the first year of 
life, usually of infection, while the prognosis of the tardive type of the disease is benign 
as regards the life expectancy. 

Discussion: Quist reported his experience of the fracture treatment in osteogenesis 
imperfecta, It is important to know that the fractures are more rare after puberty, 
and that they heal as well as in normal children. The patients may have a completely 
normal mobility in most joints although they have had repeated fractures. It is 
important to aim at the same anatomical and functional results of the treatment of 
fractures as in normal children. — R. Berfenstam: We are occupied at present with a 
study of the distribution of osteogenesis imperfecta in Sweden. We have been able 
to find 56 eases so far. Heredity seemed to be a factor in only 17 cases. 


H. Jelke: Gargoylism. 


To be published elsewhere.) 
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BOOK REVIEWS 


M. Fevre and R. Huguenin: Malformations tumorales et tumeurs de l’enfant. 
Masson & Cie, Paris, 1954. 592 pages and 184 figures. Price FFr. 3.300. 


Under this title Marcel Févre, professor of surgery at the University Pedia 
Clinic, Paris, and René Huguenin, professor of cancerology at the same Univers 
have published the experiences of tumorlike malformations and tumors in child: 


studied since the time of professor Ombrédanne, who was head of the surgical depat- 


ment of the pediatric clinic 20 years ago. Part of the observations has been mad: 


the “Centre anticancéreux Gustave Roussy”’. The book is divided in 9 chapters, ci: 


dealing with tumors of one part of the body—skin, skull, face, throat, thorax, abd 


men, urinary system, genitals, and skeleton, muscles and extremities. The symptor 
tology, development, clinical diagnosis, pathological picture, treatment and prog 


sis are considered in each special type of tumor and the practical points are stress: 
Many drawings and photos illustrate the text and an index facilitates the reading + 


the book. It can be regarded as an exhaustive review of our present knowledg: 


tumors in childhood. 


Pediatrie Clinies of North America: Care of the Premature Infant. 
W. B. Saunders Company, Philadelphia, U.S.A., August 1954. 262 pages. 


This is a symposium with 20 contributors, well known and recognized for tt: 
knowledge of the subjects treated. The books covers all problems pertaining to pre 
ture babies and gives a very good outline of how these problems are dealt with in 
United States, It is not possible to give an account of all the contents of the 15 diffe: 
chapters, most of them correspond fairly well to the European conception in t! 
subjeets. Some parts of the book, however, are worth special mention, for exam 
pire L. Porrer’s discussion on maternal factors in prematury, WyMAn C.C. Co 
paper on resuscitation of the newborn premature infant, ROBERT DENTON’s nebul! 
tion therapy and THADDEUS S. Szewczyk’s chapter on retrolental fibroplasia 
great interest also is posthemorrhagic shock in the newborn premature by GEOR: 
Wienstrer and JosepH Curistian. A Scandinavian pediatrician cannot agree 
every statement given in this book, for instance in the chapter on anemias. It is 
strange for a pediatrician on this side of the Atlantic to read about nutrition 
nutritional deficiencies as related to the prematures without finding breast -: 
feeding mentioned at all. 

The volume contains, in addition to the symposium on prematures, a well wi 
chapter on pulmonary resection in infants and children by THomas G. BAFFES 


Wits J. Porrs and a discussion of how to prepare a child for operation in ord: 
i 

prevent psychic damage written by BENNETT OLSHAKER, followed by a repr 

illustrated children’s verses intended to be read to the child before leaving home 
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Abdominal pains, see Digestive tract 
Abramson, E. and E. Ernest, 235 
Acidosis, renal idiopathic, the reponse to oral sodium lactate, 49 
idiopathic renal, 198 
Acrodynia, case of, 308 
treatment with adrenolytic drugs, Supplement 100: 517 
ACTH, treatment of sclerema naonatorum, 289 
treatment of leukemia in children, Supplement LOO; 285 
Adrenogenital syndrome, cortisone-therapy of, 209 
Akerrén, Y. 411, Supplement 100:185 
Alde, O. and O. Imerslund, 553 
Allen, E. et al., Supplement 100:526 
Allergy, asthma in Swedish school-children, Supplement 100: 149 
ichtyosis and, 502 
rhinopathies in allergic children, 303 
Amino-aciduria in galactosaemia, 337 
Amlie, R. et al., Supplement 100: 189 
Anemia, see Blood 
Anomalies, lacrimal duct anomalies and conjunctivitis in early infancy, 309 
sucrosuria with mental defect and hiatus hernia, Supplement 100:495 
Antibioties, chloromycetin palmitate, dosage of in children, 174 
penicillin and sulpha prophylaxis in rheumatic fever, 106 
enicillin in the prevention of scarlet fever, 38 
enicillintreatment of scarlet fever, 32 
Arztia, A. et al., Supplement 100: 199 
Ascariasis in the tropics, Supplement 100:575 
Aspillaga, M. et al., Supplement 100: 199 
Asthma, incidence among Swedish school children, 215 
Atixia, acute cerebellar (poliomyelitis?), 307 
d\vignon, M. et al., Supplement 100; 111 


Bo -kman, A. and E. I. Wallgren, 252 

Bikker, J. C. W., 529 

-edow, see Endocrine organs and hormones 

B. son, R. et al., Supplement 100:65 

Bt s-vaecination, infants to tuberculous mothers, antibodies and tuberculin response, 

Supplement 100:179 

fants of tuberculous mothers, development of tuberculin sensitivity, 502 
1 the fight against tuberculosis, Supplement 100: 25 
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intracutaneous and percutaneous, 1 


necroses in, 308 
tuberculin sensitivity, persistence of, 163 
tuberculosis immunity in sarcoidosis studied with, Supplement 100: 160 
tuberculosis of the bones and joints of vaccinated children, 252 
Bengtsson, KE. and Berglund, A., 426 
serglund, A. and Bengtsson, E., 426 
Berglund, G. and Zetterstrém, R., 368 
Bergstrand, C. G. et al., 347 
sickel, H. et al., 64 
Blood, anemia, hemolytic, congenital atypical in early infaney, 558 
anemia, megaloblastic, occurring in an infant of a mother, suffering from pernici ss 
anemia of pregnancy, 379 
coagulation, contribution to the pathology of, Supplement 100: 275 
erythremic myelosis (di Guglielmo) in an infant, 78, 280, 395 
erythrocytes, resistance of, in vitro, 390, Suppl. 98 
erythrocytes, survival time of in Morbus caeruleus, 215 
granulocytopenia after infectious mononucleosis, Supplement 100:550 
hemolytic disease of the newborn, results of treatment in 139 cases, Supplement 
100: 579 
hypoprothrombinemia, congenital, idiopathic, Supplement 100:245 
icterus gravis and kernicterus in premature infants without demonstrable A-I)-0- 
and Rh incompatibility, 529 
in the feces, a sequel of iron medication to premature infants, 208 
leukemia, acute, remission in, 306 
leukemia, treatment with folic antagonists and ACTH, Supplement 100: 285 
methemoglobinemia, acute caused by aniline dye intoxication, 83 
mononucleosis, infectious, followed by granulocytopenia, Supplement 100:55) 
plasma electrolytes in the neonatal period, 342 
serum-B,, in acute and chronic leukemia, 397 
serum from newborn infants, studies on lipids, proteins and lipoproteins, 221 
serum from children with nephrotic syndrome, study by the method of papcr- 
micro-electrophoresis, 136 
Bohman, M., 374 
300k reviews: 
Bentley, F. J., Grzybowski, S. and Benjamin, B., Tuberculosis in Childhood | id 
Adolescence, 504 
Févre, M. and Huguenin, R., Malformations tumurales et tumeurs de l'enfant, 
Garcia-Vicente, S., Aportacién de la escuela espanola a Ja técnica endobronquial, — 10 
Goodrich, C. Schauffer, Pediatric Gynecology, 110 
Harnack, Gustav von, Wesen und soziale Bedingtheit friihkindlicher Verhaltu: /- 
storungen, 505 
Imperato, Carlo, La terapia della nefrosi nel bambino, 504 
Levine, 8S. Z., Advances in Pediatrics, Vol. VI, 1953 
Michal-Smith, Pediatric Problems in Clinical Practice. Special Medical and Psy: »- 
logical Aspects, 397 
Moncrieff, A., Child Health and the State, 397 
Morrison, S. D., Human Milk. Yield, Proximate Principles and Inorganic Co 


tuents, 505 
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Istergaard, L., Psychiatry and Psychology: Obesity, Psychogenic in Childhood, 507 
ediatrie Clinics of North America: Symposium on Cardiovascular Diseases, 506 
Care of the Premature Infant, 602 
tomeo, G., Gavini, R., and Mateira, V., Morbo di Cooley e alterazioni metaboliche, 
110 


Breast milk or cow’s milk as infant food, 362 


Carlstrém, G. and Zetterstr6m, R., Supplement 100: 123 
Cathala, J., Supplement 100: 211 
Cerebrospinal fluid, bilirubin in newborns with special reference to the development 
of kernicterus, 582 

Cherry, R. B. et al., Supplement 100:397 
Chlioromycetin see Antibiotics 
Choremis, C. et al., 264 
Choremis, C. and Nestoridou, M., Supplement 100: 219 
Christie, A. et al., Supplement 100: 65 
Clara, R. and Hooft, C., 136 
Collagen disease, 217 

hereditary vascular, 395 

periarteritis nodosa in an infant of three months, 374 
Collis, W. R. F. and Mae Donald, A. J., Supplement 100: 228 
Colostrum, immune globulin in, 397 
Constipation, see Digestive tract 
Convulsions, see Nervous system 
Cook, Ch. D. et al., Supplement 100: 397 
Cortisone therapy of the adrogenital syndrome, 209 
Cow’s milk or breast milk as infant food, 362 
Crivioto, J. et al., Supplement 100:336 
Creatinine tolerance test as a renal function test, 113 
var Creveld, S., Supplement 100; 245 
(ry ptorchism, biopsy of the testis in children with, 297 
Cushing’s syndrome see Endocrine organs and hormones 
Cyclie vomiting with EEG changes and unusually severe course, Supplement 100: 608 


Daistrém, C., Supplement 100:9 
Dain, H. et al., 27 
Da ling, S. and Mortensen, O., 337 
Da id, G, et al., Supplement 100: 440 
Da nurseries and family nurseries, 214 
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> Et nytt middel ved | 
Oxyuriasis .. . 


OXURASIN "AFT 


tabletter a 0,30 g piperazinadipat 
ENKELT A ADMINISTRERE. TALES GODT 


Ved kliniske forsék pa et norsk sykehus har virkningen vist seg 4 vere 
meget god ved oxyuriasis. Pakninger a 30, 50 og 100 tabletter. 


A/S FARMACEUTISK INDUSTRI OSLO 


LEPHETON 


ger effektiv hostlindring vid bronkiter med astmatiskt inslag 
samt vid kikhosta. 


Preparatet dr latt att ge och tolereras vdl av barn. 


Dosering sker lampligen enligt foljande schema: 
Upp till 1 ar '/s—'/2 tesked 3 ggr dagl. 
2-9 » 2-5 » » 
10-14 » 1'/2-2 3-5 » » 


Forpackningar: 
Flaska a 100 ml Kr. 1:90 Flaska a 1000 g Kr 8:05 
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Dressing of the navel in the newborn 
For the treatment of wounds and lesions. 
for burns ete. 


Spray-tubes containing 3.5 g 


LIMITED - BASLE - SWITZERLA 


Copenhagen - Oslo . Stockholm 


Local antisept ¢ 
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‘or acute diarrhoeas 


‘nfants — children — adults 


‘emarkably efficient. Extremely rapid and sure action even with delicate infants. 
\greable taste. 


or infants: AROBON-powder. For children and adults: AROBON-tablets. 
NDICATIONS: Infants and children: Acute and chronic dyspepsia, Enteritis, Entero- 
jitis, Colitis, Dysentery. Fruit diet against coeliacitis. 


lults: Gastro-enteritis, Enteritis, Chronic diarrhoea, Sprue. 


SOCIETE DES PRODUITS NESTLE S. A., VEVEY 
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FINDUS 
Baby Food 


Strained Carrots 
Strained Artichokes 
Mixed Vegetables 


Strained Fish 
with Tomato 


Vegetables with Liver 
Vegetables with Veal 


Findus Baby Food is 
produced under su- 
pervision of Swedish 
pediatricians. 


Findus Baby Food is 
regularly analysed by 
Statens Institut for 
Folkhalsan (the 
Swedish Institute of 
Public Health). 


Apricot Sauce 
Strained Hips 
Strained Prunes 
Findus Cereal 
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OCH VUXNA 
Samra, 


a-d-vimin 


aqueous preparation of synthetic vitamins 


for safe preventive and curative therapy 


A-D-vimin 


is effective even in cases with 


impatred intestinal fat absorption 


diarrhea 


is tasted and easy to give to the 


children 


is easy to mix with milk, soft drinks 
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available in vials cont. 15 and 100 cc ASTRA 
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Kabipenin mite 


Procaine Penicillin Tablets 
of 50.000 IU 
for administration per os. 


Easily given to children in mashed fruit or juice. 


Literature: 

Can Peroral Penicillin Treatment Substitute Parenteral 
Treatment in Acute Otitis? (Adolf Thulin - Sw. Med. Journal 
No. 23, 1951, p. 1440.) 

On the Dosage of Procaine Penicillin Oral Tablets. (E. Ny- 
man & A. Svanborg - Sw. Med. Journal No. 32, 1951, 
p. 1893.) 

Scarlatina Treated at Home (Leena Leisti & J. Wickstrom 
- Nordisk Medicin No. 37, 1951, p. 1367.) 
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NATUSAN 


— den riitta salvan for spidbarnets vard 


NATUSAN’s verksamma bestandsdelar ut- 
évar en kraftig buffertverkan mot de ammo- 
niakaliska nedbrytningsprodukterna i den 
vata blijan. Sjalva salvbasen har en god 


skyddande effekt. 


.NATUSAN utgoér saledes ett gott skydd mot 
de kemiska och fysikaliska irritationer, som 


sa ofta banar vag for hudinfektioner (Uge- 


Vs ALFRED BENZON 


KOPENHAMN 


Representant i Sverige 
Apoteh svarucentraten 


Stockholm 


skrift for Leger nr 37, 1949, Nord. Med. nr 
33, 1952 K. Wilken-Jensen). 


NATUSAN anvandes vid varje blijbyte och 


puder behéver ej beukas. 


NATUSAN’s mjuka och 


stens gér den idealisk som barnsalva. 


behagliga konsi- 


Sdljes i tub pa 50 gr eller burk pa 500 gr 


Sdljes endast pa apotek 
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